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(57) Abstract: This invention relates to aryl carbony! derivatives of the general formula (I), 
which are activators of glucokinase which may be useful for the management, treatment, 
control, or adjunct treatment of diseases, where increasing glucokinase activity is benefi- 
cial.(Fbrmul 1). 



BEST AVAILS COPY 



WO 2004/002481 



PCT/DK2003/000449 



GLUCOKINASE ACTIVATORS 



FIELD OF THE INVENTION 

This invention relates to compounds which are activators of glucokinase (GK), which 
may be useful for the management, treatment, control, or adjunct treatment of diseases, 
5 where increasing glucokinase activity is beneficiaL 



BACKGROUND OF THE INVENTION 

Diabetes is characterised by an impaired glucose metabolism manifesting itself 
among other things by an elevated blood glucose level in the diabetic patients. Underlying 
defects lead to a classification of diabetes into two major groups: Type 1 diabetes, or insulin 
1 0 demanding diabetes mellitus (IDDM), which arises when patients lack l-cells producing 
insulin in their pancreatic glands, and type 2 diabetes, or non-insulin dependent diabetes 
mellitus (NIDDM), which ocurs in patients with an impaired £-cell function besides a range of 
other abnormalities. 

Type 1 diabetic patients are currently treated with insulin, while the majority of type 2 

1 5 diabetic patients are treated either with sulphonylureas that stimulate 0-ceII function or with 
agents that enhance the tissue sensitivity of the patients towards insulin or with insulin. 
Among the agents applied to enhance tissue sensitivity towards insulin metformin is a 
representative example. 

Even though sulphonylureas are widely used in the treatment of NIDDM this therapy 

20 is, in most instances, not satisfactory: In a large number of NIDDM patients sulphonylureas 
do not suffice to normalise blood sugar levels and the patients are, therefore, at high risk for 
acquiring diabetic complications. Also, many patients gradually lose the ability to respond to 
treatment with sulphonylureas and are thus gradually forced into insulin treatment. This shift 
of patients from oral hypoglycaemic agents to insulin therapy is usually ascribed to 

25 exhaustion of the 0-ceIIs in NIDDM patients. 

In normal subjects as well as in diabetic subjects, the liver produces glucose in order 
to avoid hypoglycaemia. This glucose production is derived either from the release of 
glucose from glycogen stores or from gluconeogenesis, which is a de novo intracellufar 
synthesis of glucose. In type 2 diabetes, however, the regulation of hepatic glucose output is 

30 poorly controlled and is increased, and may be doubled after an overnight fast. Moreover, in 
these patients there exists a strong correlation between the increased fasting plasma 
glucose levels and the rate of hepatic glucose production. Similarly, hepatic glucose 
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production will be increased in type 1 diabetes, if the disease is not property controlled by 
insulin treatment 

Since existing forms of therapy of diabetes does not lead to sufficient glycaemic 
control and therefore are unsatisfactory, there is a great demand for novel therapeutic 
5 approaches. 

Atherosclerosis, a disease of the arteries, is recognized to be the leading cause of 
death in the United States and Western Europe. The pathological sequence leading to 
atherosclerosis and oclusive heart disease is well known. The earliest stage in this sequence 
is the formation of "fatty streaks" in the carotid, coronary and cerebral arteries and in the 

1 0 aorta. These lesions are yellow in colour due to the presence of lipid deposits found 

principally within smooth-muscle cells and in macrophages of the intima layer of the arteries 
and aorta. Further, it is postulated that most of the cholesterol found within the fatty streaks, 
in turn, give rise to development of the "fibrous plaque", which consists of accumulated 
inttmal smooth muscle cells laden with lipid and surrounded by extra-cellular lipid, collagen, 

15 elastin and proteoglycans. The cells plus matrix form a fibrous cap that covers a deeper 
deposit of cell debris and more extracellular lipid. The lipid is primarily free and esterified 
cholesterol. The fibrous plaque forms slowly, and is likely in time to become calcified and 
necrotic, advancing to the "complicated lesion" which accounts for the arterial occlusion and 
tendency toward mural thrombosis and arterial muscle spasm that characterize advanced 

20 atherosclerosis. 

Epidemiological evidence has firmly established hyperlipemia as a primary risk 
factor in causing cardiovascular disease (CVD) due to atherosclerosis. In recent years, 
leaders of the medical profession have placed renewed emphasis on lowering plasma 
cholesterol levels, and low density lipoprotein cholesterol in particular, as an essential step in 

25 prevention of CVD. The upper limits of "normal" are now known to be significantly lower than 
heretofore appreciated. As a result, large segments of Western populations are now realized 
to be at particular high risk. Independent risk factors include glucose intolerance, left 
ventricular hypertrophy, hypertension, and being of the male sex. Cardiovascular disease is 
especially prevalent among diabetic subjects, at least in part because of the existence of 

30 multiple independent risk factors in this population. Successful treatment of hyperlipidemia in 
the general population, and in diabetic subjects in particular, is therefore of exceptional 
medical importance. 

Hypertension (or high blood pressure) is a condition, which ocurs in the human 
population as a secondary symptom to various other disorders such as renal artery stenosis, 

35 pheochromocytoma, or endocrine disorders. However, hypertension is also evidenced in 
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many patients in whom the causative agent or disorder is unknown. While such "essential* 
hypertension is often associated with disorders such as obesity, diabetes, and 
hypertriglyceridemia, the relationship between these disorders has not been elucidated. 
Additionally, many patients display the symptoms of high blood pressure in the complete 
5 absence of any other signs of disease or disorder. 

It is known that hypertension can directly lead to heart failure, renal failure, and 
stroke (brain haemorrhaging). These conditions are capable of causing short-term death in a 
patient. Hypertension can also contribute to the development of atherosclerosis and coronary 
disease. These conditions gradually weaken a patient and can lead to long-term death. 

10 The exact cause of essential hypertension is unknown, though a number of factors 

are believed to contribute to the onset of the disease. Among such factors are stress, 
uncontrolled emotions, unregulated hormone release (the renin, angiotensin aldosterone 
system), excessive salt and water due to kidney malfunction, wall thickening and hypertrophy 
of the vasculature resulting in constricted blood vessels and genetic factors. 

15 The treatment of essential hypertension has been undertaken bearing the foregoing 

factors in mind. Thus a broad range of beta-blockers, vasoconstrictors, angiotensin 
converting enzyme inhibitors and the like have been developed and marketed as 
antihypertensives. The treatment of hypertension utilizing these compounds has proven 
beneficial in the prevention of short-interval deaths such as heart failure, renal failure, and 

20 brain haemorrhaging. However, the development of atherosclerosis or heart disease due to 
hypertension over a long period of time remains a problem. This implies that although high 
blood pressure is being reduced, the underlying cause of essential hypertension is not 
responding to this treatment. 

Hypertension has been associated with elevated blood insulin levels, a condition 

25 known as hyperinsulinemia. Insulin, a peptide hormone whose primary actions are to 

promote glucose utilization, protein synthesis and the formation and storage of neutral lipids, 
also acts to promote vascular cell growth and increase renal sodium retention, among other 
things. These latter functions can be accomplished without affecting glucose levels and are 
known causes of hypertension. Peripheral vasculature growth, for example, can cause 

30 constriction of peripheral capillaries, while sodium retention increases blood volume. Thus, 
the lowering of insulin levels in hyperinsulinemics can prevent abnormal vascular growth and 
renal sodium retention caused by high insulin levels and thereby alleviates hypertension. 

Cardiac hypertrophy is a significant risk factor in the development of sudden death, 
myocardial infarction, and congestive heart failure. Theses cardiac events are due, at least in 

35 part, to increased susceptibility to myocardial injury after ischemia and reperfusion, which 
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can ocur in out-patient as well as perioperative settings. There is an unmet medical need to 
prevent or minimize adverse myocardial perioperative outcomes, particularly perioperative 
myocardial infarction. Both non-cardiac and cardiac surgery are associated with substantial 
risks for myocardial infarction or death. Some 7 million patients undergoing non-cardiac 
5 surgery are considered to be at risk, with incidences of perioperative death and serious 
cardiac complications as high as 20-25% in some series. In addition, of the 400,000 patients 
undergoing coronary by-pass surgery annually, perioperative myocardial infarction is 
estimated to ocur in 5% and death in 1-2%. There is currently no drug therapy in this area, 
which reduces damage to cardiac tissue from perioperative myocardial ischemia or 

10 enhances cardiac resistance to ischemic episodes. Such a therapy is anticipated to be life- 
saving and reduce hospitalizations, enhance quality of life and reduce overall health care 
costs of high risk patients. 

Obesity is a well-known risk factor for the development of many very common 
diseases such as atherosclerosis, hypertension, and diabetes. The incidence of obese 

15 people and thereby also these diseases is increasing throughout the entire industrialised 
world. Except for exercise, diet and food restriction no convincing pharmacological treatment 
for reducing body weight effectively and acceptably currently exist. However, due to its 
indirect but important effect as a risk factor in mortal and common diseases it will be 
important to find treatment for obesity and/or means of appetite regulation. 

20 The term obesity implies an excess of adipose tissue. In this context obesity is best 

viewed as any degree of excess adiposity that imparts a health risk. The cut off between 
normal and obese individuals can only be approximated, but the health risk imparted by the 
obesity is probably a continuum with increasing adiposity. The Framingham study 
demonstrated that a 20% excess over desirable weight clearly imparted a health risk (Mann 

25 GV N.EngU.Med 291:226, 1974). In the United States a National Institutes of Health 

consensus panel on obesity agreed that a 20% increase in relative weight or a body mass 
index (BMI = body weight in kilograms divided by the square of the height in meters) above 
the 85th percentile for young adults constitutes a health risk. By the use of these criteria 20 
to 30 percent of adult men and 30 to 40 percent of adult women in the United States are 

30 obese. (NIH, Ann Intern Med 103:147, 1985). 

Even mild obesity increases the risk for premature death, diabetes, hypertension, 
atherosclerosis, gallbladder disease, and certain types of cancer. In the industrialised 
western world the prevalence of obesity has increased significantly in the past few decades. 
Because of the high prevalence of obesity and its health consequences, its prevention and 

35 treatment should be a high public health priority. 
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When energy intake exceeds expenditure, the excess calories are stored in adipose 
tissue, and if this net positive balance is prolonged, obesity results, i.e. there are two 
components to weight balance, and an abnormality on either side (intake or expenditure) can 
lead to obesity. 

5 The regulation of eating behaviour is incompletely understood. To some extent 

appetite is controlled by discrete areas in the hypothalamus: a feeding centre in the 
ventrolateral nucleus of the hypothalamus (VLH) and a satiety centre in the ventromedial 
hypothalamus (VMH). The cerebral cortex receives positive signals from the feeding centre 
that stimulate eating, and the satiety centre modulates this process by sending inhibitory 

1 0 impulses to the feeding centre. Several regulatory processes may influence these 
hypothalamic centres. The satiety centre may be activated by the increases in plasma 
glucose and/or insulin that follow a meal. Meal-induced gastric distension is another possible 
inhibitory factor. Additionally the hypothalamic centres are sensitive to catecholamines, and 
beta-adrenergic stimulation inhibits eating behaviour. Ultimately, the cerebral cortex controls 

15 eating behaviour, and impulses from the feeding centre to the cerebral cortex are only one 
input. Psychological, social, and genetic factors also influence food intake. 

At present a variety of techniques are available to effect initial weight loss. 
Unfortunately, initial weight loss is not an optimal therapeutic goal. Rather, the problem is 
that most obese patients eventually regain their weight An effective means to establish 

20 and/or sustain weight loss is the major challenge in the treatment of obesity today. 

WO 00/58293, WO 01/44216, WO/0183465, WO/0183478, WO/0185706, WO 
01/85707, and WO02/08209, to Hoffman-La Roche, discloses compounds as glucokinase 
activators. 

SUMMARY OF THE INVENTION 

25 This invention provides amide derivatives of the general formula (I), as described 

below, as activators of glucokinase. The compounds of the present invention are useful as 
activators of glucokinase and thus are useful for the management treatment, control and 
adjunct treatment of diseases where increasing the activity of glucokinase is beneficial. Such 
diseases include type I diabetes and type II diabetes. The present invention provides 

30 compounds as described below, pharmaceutical compositions comprising the compounds, 
their use for increasing the activity of glucokinase, their use in preparation of a medicament 
for treating said diseases and conditions and the use of compounds or pharmaceutical 
preparations of the present invention for treating said diseases and conditions as well as 
methods for treating said diseases and conditions, which methods comprise administering to 
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a subject in need thereof an effective amount of a compound according to the present 
invention. 

The present invention also provides giucokinase activators, for instance of the 
general formula (I), which are glucose sensitive giucokinase activators, that is, giucokinase 
5 activators, the activity of which decreases with increasing glucose concentrations. 

The present invention also provides giucokinase activators, for instance of the 
general formula (I), which are liver specific giucokinase activators, that is, giucokinase 
activators which increase glucose utilization in the liver (i.e. increase glycogen deposition) 
without inducing any increase in insulin secretion in response to glucose. 
10 The present invention provides the use of a compound or a pharmaceutical 

preparation according to the present invention for treatment of metabolic disorders. 

The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for blood glucose lowering. 

The present invention provides the use of a compound or a pharmaceutical 
15 . preparation according to the present invention for prevention of hyperglycemia. 

The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for treatment of impaired glucose tolerance 
IGT. 

The present invention provides the use of a compound or a pharmaceutical 
20 preparation according to the present invention for treatment of Syndrome X. 

The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for the treatment of impaired fasting glucose 
(IF6). 

The present invention provides the use of a compound or a pharmaceutical 
25 preparation according to the present invention for treatment of type 2 diabetes. 

The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for treatment of type 1 diabetes. 

The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for delaying the progression of impaired 
30 glucose tolerance (IGT) to type 2 diabetes. 

The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for delaying the progression of non-insulin 
requiring type 2 diabetes to insulin requiring type 2 diabetes. 
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The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for treatment of dysltpidemia or hyper- 
lipemia. 

The present invention provides the use of a compound or a pharmaceutical 
5 preparation according to the present invention for treatment of hypertension. 

The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for the treatment of obesity. 

The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for lowering of food intake 
1 0 The present invention provides the use of a compound or a pharmaceutical 

preparation according to the present invention for appetite regulation. 

The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for regulating feeding behaviour. 

The present invention provides the use of a compound or a pharmaceutical 
1 5 preparation according to the present invention for enhancing the secretion of enteroincretins, 
such as GLP-1. 

The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for the adjuvant treatment of type 1 diabetes 
for preventing the onset of diabetic complications. 
20 The present invention provides the use of a compound or a pharmaceutical ' 

preparation according to the present invention for increasing the number and/or the size of 
beta cells in a mammalian subject 

The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for treatment of beta cell degeneration, in 
25 particular apoptosis of beta cells. 

The present invention provides the use of a compound or a pharmaceutical 
preparation according to the present invention for treatment of functional dyspepsia, in 
particular irritable bowel syndrome. 

The present invention provides the use of a compound according to the present 
30 invention for the preparation of a medicament for treatment of metabolic disorders. 

The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for blood glucose lowering. 

The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for the treatment of hyperglycemia. 
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The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for the treatment of IGT. 

The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for the treatment of Syndrome X. 
5 The present invention provides the use of a compound according to the present 

invention for the preparation of a medicament for the treatment of impaired fasting glucose 
(IFG). 

The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for the treatment of type 2 diabetes. 
10 The present invention provides the use of a compound according to the present 

invention for the preparation of a medicament for the treatment of type 1 diabetes. 

The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for delaying the progression of impaired 
glucose tolerance (IGT) to type 2 diabetes. 
15 The present invention provides the use of a compound according to the present 

invention for the preparation of a medicament for delaying the progression of non-insulin 
requiring type 2 diabetes to insulin requiring type 2 diabetes. 

The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for the treatment of dyslipidemia. 
20 The present invention provides the use of a compound according to the present 

invention for the preparation of a medicament for the treatment of hyperlipidemia. 

The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for the treatment of hypertension. 

The present invention provides the use of a compound according to the present 
25 invention for the preparation of a medicament for lowering of food intake. 

The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for appetite regulation. 

The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for the treatment of obesity. 
30 The present invention provides the use of a compound according to the present 

invention for the preparation of a medicament for regulating feeding behaviour. 

The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for enhancing the secretion of enteroincretins, 
such as GLP-1. 
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The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for the adjuvant treatment of type 1 diabetes 
for preventing the onset of diabetic complications. 

The present invention provides the use of a compound according to the present 
5 invention for the preparation of a medicament for increasing the number and/or the size of 
beta cells in a mammalian subject 

The present invention provides the use of a compound according to the present 
invention for the preparation of a medicament for treatment of beta cell degeneration, in 
particular apoptosis of beta cells. 
10 The present invention provides the use of a compound according to the present 

invention for the preparation of a medicament for treatment of functional dyspepsia, in 
particular irritable bowel syndrome. 

The present invention provides a method of preventing hypoglycaemia comprising 
administration of a liver-specific glucokinas activator. 
15 The present invention provides the use of a liver-specific glucokinas activator for the 
preparation of a medicament for the prevention of hypoglycaemia. 

Other embodiments and aspects are as defined below and by the appended claims. 

DEFINITIONS 

20 In the structural formulas given herein and throughout the present specification, the 

following terms have the indicated meaning: 

The term "optionally substituted" as used herein means that the group in question is 
either unsubstituted or substituted with one or more of the substituents specified. When the 
group in question are substituted with more than one substituent the substituent may be the 
25 same or different. 

The term "adjacent" as used herein regards the relative postions of two atoms or 
variables, these two atoms or variables sharing a bond or one variable preceding or 
succeeding the other in a variable specification. By way of example, "atom A adjacent to 
atom B w means that the two atoms A and B share a bond. 
30 The term "halogen" or "halo" means fluorine, chlorine, bromine or iodine. 

The term "perhalomethyT means trifluoromethyl, trichloromethyl, tribromomethyl, or 
triiodomethyl. 
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The use of prefixes of this structure: d-yralkyl, C*y-alkenyl, Cx-y-alkynyl, Cx^- 
cydoalyl or Cx.yrcycloalkyl-C x ^ralkenyl- designates radical of the designated type having from 
x to y carbon atoms. 

The term "alky!" as used herein, alone or in combination, refers to a straight or 
5 branched chain saturated monovalent hydrocarbon radical having from one to ten carbon 
atoms, for example C^alkyl or Ci^-alkyl. Typical C^-alkyl groups and C^-alkyl groups 
include, but are not limited to e.g. methyl, ethyl, n-propyl, isopropyl, n-butyl, sec-butyl, 
isobutyl, tert-butyl, n-pentyl, 2-methylbutyl, 3-methylbutyl, 4-methylpentyI, neopentyl, 
n-pentyl, n-hexyl, 1 ,2-dimethylpropyl, 2,2-dimethylpropyl, 1,2,2-trimethylpropyl and the like. 
10 The term "C^-alkyl" as used herein also includes secondary C^-alkyl and tertiary C^-alkyl. 
The term "C^-alkyl" as used herein also includes secondary C^-alkyl and tertiary C^-alkyl. 

The term "alkylene" as used herein, alone or in combination, refers to a straight or 
branched chain saturated divalent hydrocarbon radical having from one to ten carbon atoms, 
for example Ci^-alkytene or Ci-e-alkylene. Examples of "alkylene" as used herein include, but 
15 are not limited to, methylene, ethylene, and the like. 

The term ■ alkenyP as used herein, alone or in combination, refers to a straight or 
branched chain monovalent hydrocarbon radical containing from two to ten carbon atoms 
and at least one carbon-carbon double bond, for example C^-alkenyl or (Walkenyl. Typical 
C 2 -e-alkenyl groups and C 2 -e-alkenyl groups include, but are not limited to, vinyl, 1-propenyl, 
20 2-propenyl, iso-propenyl, 1 ,3-butadienyt, 1-butenyl, 2-butenyl, 3-butenyl, 2-methyl-1- 

propenyl, 1-pentenyl, 2-pentenyl, 3-pentenyl, 4-pentenyl, 3-methyl-2-butenyl, 1-hexenyl, 2- 
hexenyl, 3-hexenyl, 2,4-hexadienyl, 5-hexenyl and the like. 

The term "alkenylene" as used herein, alone or in combination, refers to a straight or 
branched chain divalent hydrocarbon radical having from two to ten carbon atoms and at 
25 least one carbon-carbon double bond, for example C 2 *-alkenylene or (Walkenylene. 
Typical C 2 .*-alkenylene groups and C 2 -e-alkeny!ene groups include, but are not limited to, 
ethene-1,2-diyl, propene-1 ,3-diyl, methylene-1,1-diyl, and the like. 

The term "alkynyl" as used herein alone or in combination, refers to a straight or 
branched monovalent hydrocarbon radical containing from two to ten carbon atoms and at 
30 least one triple carbon-carbon bond, for example C 2 ^-alkynyl or C 2 ^-alkynyl. Typical C 2 *- 
alkynyl groups and (Walkynyl groups include, but are not limited to, ethynyl, 1-propynyl, 2- 
propynyl, 1-butynyl, 2-butynyl, 3-butynyl, 1-pentynyl, 2-pentynyl, 3-pentynyl, 4-pentynyl, 1- 
hexynyl, 2-hexynyl, 3-hexynyl, 5-hexynyl, 2,4-hexadiynyl and the like. 

The term "alkynylene" as used herein alone or in combination, refers to a straight or 
35 branched chain divalent hydrocarbon radical having from two to ten carbon atoms and at 
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least one carbon-carbon triple bond, for example C 2 .*-alkynylene or C 2 *-alkynylene. Typical 
C 2 .e-allcynytene groups and C^alkynylene groups include, but are not limited to, ethyne-1,2- 
diyl, propyne-1 ,3-diyl, and the like. 

The term "cydoalkyT as used herein, alone or in combination, refers to a non- 
5 aromatic monovalent hydrocarbon radical having from three to twelve carbon atoms, and 
optionally with one or more degrees of unsaturation, for example C^-cycloalkyl. Such a ring 
may be optionally fused to one or more benzene rings or to one or more of other cydoalkyl 
ring(s). Typical C^-cydoalkyl groups include, but are not limited to, cyclopropyl, cydobutyl, 
cyclopentyl, cyclohexyl, cydohexenyl, cydoheptyl, cydoheptenyl, cydooctyl and the like. 

10 The term "cycloalkytene" as used herein, alone or in combination, refers to a non- 

aromatic carbocyclic divalent hydrocarbon radical having from three to twelve carbon atoms 
and optionally possessing one or more degrees of unsaturation, for example C^-cydoalkyl- 
ene. Such a ring may be optionally fused to one or more benzene rings or to one or more of 
other cydoalkyl ring(s). Typical C^-cycloalkylene groups indude, but are not limited to, 

1 5 cyclopropyM , 1 -diyl, cydopropyM ,2-diyl, cydobutyl-1 ,2-diyl, cydopentyl-1 ,3-diyl, cydohexyl- 
1 ,4-diyl, cydoheptyl-1 ,4-<Jiyl, or cydooctyl-1,5-diyl, and the like. 

The term "heterocydic" or the term "heterocydyl" as used herein, alone or in 
combination, refers to a three to twelve membered heterocyclic ring having one or more 
degrees of unsaturation containing one or more heteroatomic substitutions seleded from S, 

20 SO, S0 2 , O, or N, for example Qwrheterocyclyl. Such a ring may be optionally fused to one 
or more of another "heterocyclic" ring(s) or cydoalkyl ring(s). Typical C^-heterocyclyl groups 
indude, but are not limited to, tetrahydrofuran, 1,4-dioxane, 1 ,3-dioxane, piperidine, 
pyrrolidine, morpholine, piperazine, and the like. 

The term "heterocydylene" as used herein, alone or in combination, refers to a three 

25 to twelve-membered heterocyclic ring diradical optionally having one or more degrees of 
unsaturation containing one or more heteroatoms selected from S, SO, S0 2 , O, or N. Such a 
ring may be optionally fused to one or more benzene rings or to one or more of another 
"heterocyclic" rings or cydoalkyl rings. Examples of "heterocydylene" include, but are not 
limited to, tetrahydrofuran-2,5-diyl, morphotine-2,3-diyl, pyran-2,4-diyl, 1,4-dioxane-2,3-diyl, 

30 1,3-dioxane-2,4-diyl, piperidine-2,4-diyl, piperidine-1 ,4-diyl, pyrroHdine-1 ,3-diyl, morpholine- 
2,4-diyl, piperazine-1 ,4-dyil, and the like. 

The term "alkoxy" as used herein, alone or in combination^ refers to the monovalent 
radical R a O-, where R a is alkyl as defined above, for example C^-alkyl giving C^-alkoxy. 
Typical C^-alkoxy groups include, but are not limited to, methoxy, ethoxy, n-propoxy, 
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isopropoxy, butoxy, sec-butoxy, fert-butoxy, pentoxy, isopentoxy, hexoxy, isohexoxy and the 
like. 

The term "alkylthio" as used herein, alone or in combination, refers to a straight or 
branched monovalent radical comprising an aikyl group as described above linked through a 
5 divalent sulphur atom having its free valence bond from the sulphur atom, for example d*- 
. alkylthio. Typical Ct^alkylthio groups include, but are not limited to, methytthio, ethylthio, 
propylthio, butylthio, pentytthio, hexylthio and the like. 

The term "alkoxycarbonyl" as used herein refers to the monovalent radical 
R°OC(0)-, where R 8 is alkyl as described above, for example C^-alkoxycarbonyl. Typical 
10 C^-alkoxycarbonyl groups include, but are not limited to, methoxycarbonyl, ethoxycarbonyl, 
propoxycarbonyl, isopropoxycarbonyl, n-butoxycarbonyl, sec-butoxycarbonyl, 
tertbutoxycarbonyl, 3-methylbutoxycarbonyl, n-hexoxycarbonyl and the like. 
The term "carbamoyl" as used herein refers to NH 2 C(0)-. 
The term "aryl" as used herein refers to a carbocyclic aromatic ring radical or to a 
15 aromatic ring system radical. Aryl is also intended to include the partially hydrogenated 
derivatives of the carbocyclic systems. 

The term "heteroaryT, as used herein, alone or in combination, refers to an aromatic 
ring radical with for instance 5 to 7 member atoms, or to a aromatic ring system radical with 
for instance from 7 to 18 member atoms, containing one or more heteroatoms selected from 
20 nitrogen, oxygen, or sulfur heteroatoms, wherein IM-oxides and sulfur monoxides and sulfur 
dioxides are permissible heteroaromatic substitutions; such as e.g. furanyl, thienyl, 
thiophenyl, pyrrolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, thiazolyl, oxazolyl, isoxazolyl, 
oxadiazolyl, thiadiazolyl, isothiazolyl, pyridinyl, pyridazinyl, pyrazinyl, pyrimidinyl, quinolinyl, 
isoquinolinyl, benzofuranyl, benzothiophenyl, indolyl, and indazolyl, and the like. Heteroaryl is 
25 also intended to include the partially hydrogenated derivatives of the heterocyclic systems 
enumerated below. 

Examples of "aryl" and "heteroaryl" includes, but are not limited to phenyl, biphenyl, 
indene, fluorene, naphthyl (1-naphthyl, 2-naphthyl), anthracene (1-anthracenyl, 2- 
anthracenyl, 3-anthracenyl), thiophene (2-thienyl, 3-thienyl), furyl (2-furyl, 3-furyi), indolyl, 

30 oxadiazolyl, isoxazolyl, thiadiazolyl, oxatriazolyl, thiatriazolyl, quinazolin, fluorenyl, xanthenyl, 
isoindanyl, benzhydryl, acridinyl, thiazolyl, pyrrolyl (1 -pyrrolyl, 2-pyrrolyl, 3-pyrroIyl), pyrazolyl 
(1-pyrazolyl, 3-pyrazolyl, 4-pyrazolyl, 5-pyrazolyl), imidazolyl (1 -imidazolyl, 2-imidazolyl, 4- 
imidazolyl, 5-imidazolyl), triazolyl (1,2,3-triazoM-yl, 1 ,2,3-triazol-4-yl 1 ,2,3-triazol-5-yl, 1,2,4- 
triazol-3-yl, 1 ,2,4-triazol-5-yl), oxazolyl (2-oxazoIyl, 4-oxazolyl, 5-oxazolyl), isooxazolyl 

35 (isooxazo-3-yl f isooxazo-4-yl, isooxaz-5-yl), isothiazolyl (isothiazo-3-yl, isothiazo-4-yl, 
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isothiaz-5-yl) thiazolyl (2-thiazolyI, 4-thiazolyl, 5-thiazolyl), pyridyl (2-pyridyl, 3-pyridyl, 4- 
pyridyl), pyrimidinyl (2-pyrimidinyl, 4-pyrimidinyl, 5-pyrimidinyl, 6-pyrimidinyl), pyrazinyl, 
pyridazinyl (3- pyridazinyl, 4-pyridazinyl, 5-pyridazinyl) t quinolyl (2-quinolyl, 3-quinolyl, 4- 
quinolyl, 5-quinolyl, 6-quinolyl t 7-quinolyl, 8-quinolyl), isoquinolyl (1-isoquinolyI, 3-isoquinoIyl, 
5 4-isoquinoIyl, 5-isoquinolyl, 6-isoquinolyl, 7-isoquinolyl, 8-isoquinoIyl), benzo[b]furanyl (2- 
benzo[b]furanyl, 3-benzofbJfuranyl. 4-benzo[blfuranyl, 5-benzo[b]furanyl, 6-benzo[bJfuranyl t 
7-benzo[b]furanyl), 2,3-dihydro-benzo[b]furanyl (2-(2,3-dihydro-benzo[b]furanyI), 3-(2,3- 
dihydro-benzo[b]furanyl), 4-(2,3-dihydro-benzo[b]furanyl), 5-(2,3-dihydro-benzo[b]furanyl) ? 6- 
(2,3-dihydro-benzo[b]furanyl), 7-(2,3-dihydro-benzo[b]furanyl)) t benzo[b]thiophenyl 

10 (benzofbJthiophen-2-yl, benzo[b]thiophen-3-yl, benzo[b]thiophen-4-yl, benzo[b]thiophen-5-yl f 
benzo[b]thiophen-6-yl, benzo[blthiophen-7-yl), 2,3-dihydro-benzo[b]thiophenyl (2,3-dihydro- 
benzo[b]thiophen~2-yl, 2 f 3-dihydro-benzo[b]thiophen-3-yl t 2,3-dihydro-benzo[b]thiophen-4-yl, 
2 l 3-dihydro-benzo[b]thiophen-5-yl, 2,3^ihydro-benzo[b]thiophen-6-yl, 2,3-dihydro- 
benzo[b]thiophen«7-yl), indolyl (1 -indolyl, 2-indolyl, 3-indolyl, 4-indolyl, 5-indolyI, 6-indoIyl, 7- 

15 indolyl), indazole (1-indazolyl, 3-indazoIyl, 4-indazolyl, 5-indazolyl, 6-indazolyl, 7-indazolyl), 
benzimidazolyl (1 -benzimidazolyl, 2-benzimidazolyl, 4-benzimidazolyl, 5-benzimidazolyl, 6- 
benzimidazolyl, 7-benzimidazoly!, 8-benzimidazolyl), benzoxazolyl (2-benzoxazolyl, 3- 
benzoxazolyl, 4-benzoxazolyl, 5-benzoxazolyl, 6-benzoxazolyl, 7-benzoxazolyl), 
benzothiazolyl (2-benzothiazolyl, 4-benzothiazoIyl, 5-benzothiazolyl, 6-benzothiazolyl, 7- 

20 benzothiazolyl), carbazolyl (1-carbazolyl, 2-carbazolyl, 3-carbazoIyl, 4-carbazolyl), 5H- 
dibenz[b,f]azepine (5H-dibenz[b,f]azepin-1-yl, 5H-dibenz[b,f]azepine-2-yl, 5H- 
dibenz[b,f]azepine-3-yl, 5H-dibenz[b,f]azepine-4-yl, 5H-dibenz[b,f]azepine-5-yl), 10,1 1- 
dihydro-5H-dibenz[b,f]azepine (10,11-dihydro-5H-dibenz[b,f]azepine-1-yl, 10,1 1-dihydro-5H- 
. dibenz[b,f]azepine-2-yl, 10,11-d»hydro-5H^ibenz[b,f]azepine-3-yK 10,11-dihydro-5H- 

25 dibenz[b,f]azepine-4-yl, 1 0,1 1-dihydro-5H-dibenz[b,f]azepine-5-yl), benzo[1 ,3Jdioxole (2- 
benzo[1,3]dioxole, 4-benzo[1 ,31dioxole, 5-benzo[1 ,3]dioxole, 6-benzo[1 ,3]dioxole f 7- 
benzo[1,3]dioxole), purinyl, and tetrazolyl (5-tetrazolyl, N-tetrazolyl). 

The present invention also relates to partly or fully saturated analogues of the ring 
systems mentioned above. 

30 When two such terms are used in combination, such as in aryl-atkyl-, heteroaryl- 

alkyl-, cycloalkyl-Ci-e-alkyl- and the like, it is to be understood that the first mentioned radical 
is a substituent on the latter mentioned radical, where the point of substitution is on the latter 
of the radicals, for example 
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aryl-alkyl- : 




\ 



cycloalkyl-alkyl- : 




, and 



\ 




aryl-alkoxy- : 



The term 'arylene". as used herein, alone or in combination, refers to carbocyclic 
aromatic ring diradical or to a aromatic ring system diradical. Examples of "arylene" include, 
but are not limited to, benzene-1,4-diyl, naphtha!ene-1,8-diyl, and the like. The term "arylene" 
alone or in combination also include other divalent radicals of the monovalent radicals 
mentioned in the definition of aryl. 

The term "heteroarylene", as used herein, alone or in combination, refers to a five to 
seven membered aromatic ring diradical, or to a aromatic ring system diradical, containing 
one or more heteroatoms selected from nitrogen, oxygen, or sulfur heteroatoms, wherein N- 
oxides and sulfur monoxides and sulfur dioxides are permissible heteroaromatic 
substitutions. Examples of "heteroarylene" used herein are furan-2,5-diyl, thiophene-2,4-diyl, 
1,3,4-oxadiazoIe-2,5-diyl, I.SAthiadiazole-^S-diyl, 1 ,3-thiazole-2,4-diyl, 1 ,3-thiazole-2,5-diyl, 
pyridine-2,4-diyl, pyridine-2,3-diyl, pyridine-2,5-diyl, pyrimidine-2,4-diyl, quinoline-2,3-diyl, 
and the like. The term "heteroarylene" alone or in combination also include other divalent 
radicals of the monovalent radicals mentioned in the definition of heteroaryl. 

As used herein, the term "fused cycloalkylaryT refers to a cycloalkyl group fused to 
an aryl group, the two having two atoms in common, and wherein the aryl group is the point 
of substitution. Examples of "fused cycloalkylaryl" used herein include 5-indanyl, 5,6,7,8- 
tetrahydro-2-naphthyl, 



\ 



\ 




, and the like. 
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As used herein, the term -fused cycloalkylarylene" refers to a fused cycloalkylaryl, 
wherein the aryt group is divalent Examples include 




, and the like. 

As used herein, the term "fused arylcycloalkyl" refers to an aryl group fused to a 
cycloalkyl group, the two having two atoms in common, and wherein the cycloalkyl group is 
the point of substitution Examples of "fused arylcycloalkyl" used herein include 1-indanyl, 2- 
indanyl, 1-(1,2,3 f 4-tetrahydronaphthyl) f 




, and the like. 

As used herein, the term "fused arylcycloalkylene" refers to a fused arylcycloalkyl, 
wherein the cycloalkyl group is divalent. Examples include 




, and the like. 

As used herein, the term "fused heterocyclylaryl" refers to a heterocyclyl group 
fused to an aryl group, the two having two atoms in common, and wherein the aryl group is 
the point of substitution. Examples of "fused heterocyclylaryr used herein include 3,4- 
1 5 methylenedioxy-1 -phenyl, 




, and the like 

As used herein, the term "fused heterocyclylarylene" refers to a fused 
heterocyclylaryl, wherein the aryl group is divalent. Examples include 




' , and the like. 
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As used herein, the term "fused arylheterocydyl" refers to an aryl group fused to a 
heterocyclyl group, the two having two atoms in common, and wherein the heterocyclyl group 
is the point of substitution. Examples of " fused arylheterocyctyP used herein include 2-(1 ,3- 
benzodioxolyl), 




, and the like. 

As used herein, the term "fused arylheterocyclylene" refers to a fused 
arylheterocyclyl, wherein the heterocyclyl group is divalent Examples include 




, and the like. 

As used herein, the term "fused cycloalkylheteroaryl" refers to a cycloalkyl group 
fused to a heteroaryl group, the two having two atoms in common, and wherein the 
heteroaryl group is the point of substitution. Examples of "fused cycloalkylheteroaryl" used 
herein include 5-aza-6-indanyI, 




4,5,6,7-tetrahydro-benzothiazoIe-2-yl, 




5 f 6^ihydro-4-H-cyclopentatiazoIe-2-yl, 



\\ 
S 



20 



and the like. 
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As used herein, the term "fused heteroarylcydoalkylene* refers to a fused 
heteroarylcycloalkyl, wherein the cydoalkyl group is divalent. Examples include 



\ 



OX 



/ 

' , and the like. 

As used herein, the term "fused heterocyclylheteroaryl" refers to a heterocyclyl 
group fused to a heteroaryl group, the two having two atoms in common, and wherein the 
heteroaryl group is the point of substitution. Examples of "fused heterocyclylheteroaryl" used 
herein include 1 ,2,3,44etrahydro-beta-carbolin-8-yl, 




N ^ 

and the tike. 

As used herein, the term "fused heterocyclytheteroarytene" refers to a fused 
10 heterocyclylheteroaryl, wherein the heteroaryl group is divalent. Examples include 




N 

, and the like. 

As used herein, the term "fused heteroarylheterocyclyl" refers to a heteroaryl group 
fused to a heterocyclyl group, the two having two atoms in common, and wherein the 
heterocyclyl group is the point of substitution. Examples of "fused heteroarylheterocyclyl" 
15 used herein include 5-aza-2,3-dihydrobenzofuran-2-yl, 




, and the like. 
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As used herein, the term "fused heteroarylheterocyclylene" refers to a fused 
heteroarylheterocyclyl, wherein the heterocyclyl group is divalent. Examples include 



The term "alkylsulfanyf", as used herein, refers to the group R a S-, where R 8 is alkyl 
as described above. 

The term "alkylsutfenyl", as used herein, refers to the group R a S(0)-, where R a is 
alkyl as described above. 

The term "alkylsulfonyr, as used herein, refers to the group R 8 S02-, where R a is 
alkyl as described above. 

The term "acyl", as used herein, refers to the group R a C(0)-, where R 8 is alkyl, 
alkenyl, alkynyl, cycloalkyl, cycloalkenyl, or heterocyclyl as described above. 

The term "aroyl", as used herein, refers to the group R a C(0)-, where R a is aryl as 
described above. 

The term "heteroaroyl", as used herein, refers to the group RaC(O)-, where R a is 
heteroaryl as described above. 

The term "aryloxycarbonyl", as used herein, refers to the group R a -0-C(Oh where 
R 8 is aryl as described above. 

The term "acyioxy", as used herein, refers to the group R a C(0)O, where R a is alkyl, 
alkenyl, alkynyl, cycloalkyl, cycloalkenyl, or heterocyclyl as described above. 

The term "aryloxy", as used herein refers to the group R a -0-, where R a is aryl as 
described above. 

The term "aroyloxy", as used herein, refers to the group R 8 C(0)0-, where R a is aryl 
as described above. 

The term "heteroaroyloxy", as used herein, refers to the group R^OJO-, where R a 
is heteroaryl as described above. 

Whenever the terms "alkyl", "cycloalkyl", "aryl", "heteroaryl" or the like or either of 
their prefix roots appear in a name of a substituent (e.g. arylalkoxyaryloxy) they shall be 
interpreted as including those limitations given above for "alkyl" and "aryl". 

As used herein, the term "oxo" shall refer to the substituent =0. 

As used herein, the term "mercapto" shall refer to the substituent -SH. 

As used herein, the term "carboxy" shall refer to the substituent -COOH. 



\ 




/ 



, and the like. 
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As used herein, the term "cyano 0 shall refer to the substituent -CN. 

As used herein, the term "aminosulfonyl" shall refer to the substituent -S0 2 NH 2 . 

As used herein, the term "sulfanyl" shall refer to the substituent -S-. 

As used herein, the term "sulfenyl 0 shall refer to the substituent -S(O)-. 
5 As used herein, the term "sulfonyl" shall refer to the substituent -S(0) r . 

As used herein, the term 'direct bond", where part of a structural variable 
specification, refers to the direct joining of the substituents flanking (preceding and 
succeeding) the variable taken as a "direct bond 0 . 

The term "lower 0 , as used herein, refers to an group having between one and six 
10 carbons, and may be indicated with the prefix C^. Lower alkyl may thus be indicated as 
d^alkyl, while lower alkylene may be indicated as C 2 ^-alkylene. 

A radical such as C^^rcydoalkyl-Ca^-alkenyl shall designate that the radical's point 
of attachment is in part of the radical mentioned last. 

As used herein, the term "optionally" means that the subsequently described 
15 event(s) may or may not ocur, and includes both event(s) which ocur and events that do not 
ocur. 

As used herein, the term "substituted" refers to substitution with the named 
substituent or substituents, multiple degrees of substitution being allowed unless otherwise 
stated. 

20 As used herein, the terms "contain" or "containing" can refer to in-line substitutions 

at any position along the above defined alkyl, alkenyl, alkynyl or cycloalkyl substituents with 
one or more of any of O, S, SO, S0 2 , N, or N-alkyl, including, for example, -CH^O-CH^, 
-CHrSCVCHr. -CH2-NH-CH 3 and so forth. 

Certain of the above defined terms may ocur more than once in the structural 

25 formulae, and upon such ocurrence each term shall be defined independently of the other. 

As used herein, the term "solvate" is a complex of variable stoichiometry formed by 
a solute (in this invention, a compound of formula (I)) and a solvent Such solvents for the 
purpose of the present invention may not interfere with the biological activity of the solute. 
Solvents may be, by way of example, water, ethanol, or acetic acid. 

30 As used herein, the term "biohydrolyzable ester" is an ester of a drug substance (in 

this invention, a compound of formula (I) ) which either a) does not interfere with the 
biological activity of the parent substance but confers on that substance advantageous 
properties in vivo such as duration of action, onset of action, and the like, or b) is biologically 
inactive but is readily converted in vivo by the subject to the biologically active principle. The 

35 advantage is that, for example, the biohydrolyzable ester is orally absorbed from the gut and 
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is transformed to (I) in plasma. Many examples of such are known in the art and include by 
way of example lower alkyl esters (e.g., C M ), lower acyloxyalkyl esters, lower 
alkoxyacyloxyalkyl esters, alkoxyacyloxy esters, alkyl acylamino alkyl esters, and choline 
esters. 

5 As used herein, the term "biohydrolyzable amide* is an amide of a drug substance 

(in this invention, a compound of general formula (I)) which either a) does not interfere with 
the biological activity of the parent substance but confers on that substance advantageous 
properties in vivo such as duration of action, onset of action, and the like, or b) is biologically 
inactive but is readily converted in vivo by the subject to the biologically active principle. The 

10 advantage is that, for example, the biohydrolyzable amide is orally absorbed from the gut 
and is transformed to (I) in plasma. Many examples of such are known in the art and include 
by way of example lower alkyl amides, a-amino acid amides, alkoxyacyl amides, and 
alkylaminoalkylcarbonyl amides. 

As used herein, the term "prodrug" includes biohydrolyzable amides and 

15 biohydrolyzable esters and also encompasses a) compounds in which the biohydrolyzable 
functionality in such a prodrug is encompassed in the compound of formula (I) and b) 
compounds which may be oxidized or reduced biologically at a given functional group to yield 
drug substances of formula (I). Examples of these functional groups include, but are not 
limited to, 1 ,4-dihydropyridine, N-alkylcarbonyt-1 ,4-dihydropyridine, 1 ,4-cyclohexadiene, tert- 

20 butyl, and the like. 

The term "pharmacologically effective amounf or shall mean that amount of a drug 
or pharmaceutical agent that will elicit the biological or medical response of a tissue, animal 
or human that is being sought by a researcher or clinician. This amount can be a 
therapeutically effective amount The term "therapeutically effective amount" shall mean that 

25 amount of a drug or pharmaceutical agent that will elicit the therapeutic response of an 
animal or human that is being sought 

The term "treatment" and "treating" as used herein means the management and care of a 
patient for the purpose of combating a disease, disorder or condition. The term is intended to 
include the full spectrum of treatments for a given disorder from which the patient is suffering, 
30 such as the delaying of the progression of the disease, disorder or condition, the alleviation 
or relief of symptoms and complications, the prevention of the disease and/or the cure or 
elimination of the disease, disorder or condition. The patient to be treated is preferably a 
mammal, in particular a human being. 
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The term "human insulin" as used herein refers to naturally produced insulin or recombinant^ 
produced insulin. Recombinant human insulin may be produced in any suitable host cell, for 
example the host cells may be bacterial, fungal (including yeast), insert, animal or plant cells. 

The expression "insulin derivative" as used herein (and related expressions) refers 
5 to human insulin or an analogue thereof in which at least one organic substituent is bound to 
one or more of the amino acids. 

By "analogue of human insulin" as used herein (and related expressions) is meant 
human insulin in which one or more amino acids have been deleted and/or replaced by other 
amino acids, including non-codeable amino acids, or human insulin comprising additional 
10 amino acids, i.e. more than 51 amino acids, such that the resulting analogue possesses 
insulin activity. 

DETAILED DESCRIPTION OF THE INVENTION 

Glucokinase (GK) plays an essential role in blood glucose homeostasis. GK 
15 catalyses glucose phosphorylation, and is the rate-limiting reaction for glycolysis in 

hepatocytes and pancreatic p-cells. In liver GK determine the rates of both glucose uptake 

and glycogen synthesis, and it is also thought to be essential for the regulation of various 

glucose-responsive genes (Girard, J.et al. p Annu Rev Nutr 17, 325-352 (1997)). In the p- 

cells, GK determines glucose utilization and thus is necessary for glucose-stimulated insulin 
20 secretion. GK is also expressed in a population of neurones in the hypothalamus where it 

might be involved in feeding behaviour, and in the gut where it might contribute to the 

secretion of enteroincretins. 

GK has two main distinctive characteristics: its expression, which is limited to 

tissues that require glucose-sensing (mainly liver and pancreatic /Ncells), and its S 05 for 
25 glucose, which is much higher (8-1 2 mM) than that of the other members of the hexokinase 

family. Due to these kinetic characteristics, changes in serum glucose levels are paralleled 

by changes in glucose metabolism in liver which in turn regulate the balance between 

hepatic glucose output and glucose consumption. 

Activators of glucokinase may thus be useful for treating diseases where increasing 
30 the activity of glucokinase is beneficial. Thus, there is a need for agents which activate 

glucokinase and increase glucokinase enzymatic activity. Such agents would be useful for 

the treatment of type I diabetes and type II diabetes. 

Activators of glucokinase may also play a role in sensing low glucose levels and 

generating neurohumoral responses to hypoglycemia and may thus be useful for treating 
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those patients with type 1 diabetes, which have a higher tendency to suffer from 
hypoglycemia. 

Type I diabetes mellitus is a complex disease characterized by an elevated blood 
glucose concentration and polyuria. Secondary to the persistent elevation in blood glucose, 
5 patients develop devastating complications such as retinopathy, nephropathy, neuropathy, 
and cardiovascular disease. A major goal to improve the diabetic phenotype is to reduce 
fasting and postprandial hyperglycemia and, thus, avoid or delay the onset of diabetic 
complications. The Diabetes Control and Complications Trial has indicated that tight 
glycemic control through administration of daily multiple insulin injections delays the onset of 

10 complications. However, such intensive therapy is associated with an increase in body 
weight and higher risk for development of hypoglycaemic events. Alternative treatments to 
achieve glucose control without these side effects are, therefore, being developed. The 
combination of GK overexpression in the liver and subcutaneous insulin injections provides 
better glycemic control in type 1 diabetic animals than treatment with insulin alone (Morral, 

15 N., et al. Human Gene Therapy 13, 1561-1570 (2002)). Moreover, overexpression of hepatic ■■ 
GK can compensate, in part, for the metabolic disorders developed by insulin receptor- 
deficient mice (Jackerott, M. et al. Diabetologia 45, 1 292-1 297 (2002)). 

The present invention also relates to the use of a GK activator for the combined 
treatment of diabetes and obesity. GK, the GK regulatory protein and the KATP channel are 

20 expressed in neurones of the hypothalamus, a region of the brain that is important in the 
regulation of energy balance and the control of food intake. These neurones have been 
shown to express orectic and anorectic neuropeptides and have been assumed to be the 
glucose-sensing neurones within the hypothalamus that are either inhibited or excited by 
changes in ambient glucose concentrations (Mobbs, C. V. et al, American Journal of 

25 Physiology, Endocrinology & Metabolism 281, E649-54 (2001)). The ability of these 
neurones to sense changes in glucose levels is defective in a variety of genetic and 
experimentally induced models of obesity (Spanswick, D. et al, Nature Neuroscience 3, 757- 
8 (2000), Levin, B. E. et al, Brain Research 808, 317-9 (1998)). Intracerebroventricular (icv) 
infusion of glucose analogues, which are competitive inhibitors of glucokinase, stimulate food 

30 intake in lean rats (Kurata, K. et al, Metabolism: Clinical & Experimental 38, 46-51 (1989)). In 
contrast, icv infusion of glucose suppresses feeding (Kurata, K.et al. Physiology & Behavior 
37, 615-20 (1986)). Small molecule activators of GK may thus decrease food intake and 
weight gain through central effects on GK. Therefore, GK activators may be of therapeutic 
use in treating eating disorders, including obesity, in addition to diabetes. The hypothalamic 

35 effects will be additive or synergistic to the effects of the same compounds acting in the liver 
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and/or pancreas in normalising glucose homeostasis, for the treatment of type 2 diabetes. 
Thus the GK/GK regulatory protein system can be described as a potential target of benefit 
in both diabetes and obesity. 

The amplitude of glucose-induce insulin release is highly dependent on the action of 
5 the gastrointestinal hormones GLP-1 (glucogen-like peptide 1) and GIP. Unlike 

sulfonylureas, which stimulate insulin release at low as well as high glucose levels, the action 
of GLP-1 on 0~cells is glucose dependent (Gromada, J. et al., PflOgers Arch 435. 583-594 
(1998)). GLP-1 receptor agonist and drugs that slow the degradation of active GLP-1 are 
therefore under development as a novel treatments for type 2 diabetes. An alternative 

10 strategy would be to enhance endogenous GLP-1 levels. Of potential interest is the 

possibility that the release of GLP-1 and GIP might be regulated by glucokinase-expressing 
endocrine cells (Jetton, T.L. et al., J. BioL Chem. 269 . 3641-3654 (1994)) and glucose- 
responsive neurons (Uu, M. et al„ J. Neurosci. 19, 10305-10317 (1999)). It has been 
reported that the release of GIP by intestinal K-cells is directly controlled by glucose (Kieffer, 

15 T.J. et al., Am J Physiol 267, E489-E496 (1994)), and GLP-1 secretion from GLUTag cells is 
triggered by glucose through a mechanism similar to that found in l-cells for insulin secretion 
(Reimann, F. et al, Diabetes 51, 2757-2763 (2002)). Small molecule activators of 
glucokinase may thus be used to increase GLP-1 and /or GIP secretion and thus for 
treatment, modulation, inhibition, decreasion, reduction, arrest or prevention of beta cell 

20 degeneration, such as necrosis or apoptosis of 0-celis. 
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In a first embodiment, the present invention provides compounds of the general 



A 1 is selected from the group consisting of arylene, heteroarylene, fused cycloalkylarylene, 
fused heterocyclylarylene, fused cycloalkylheteroarylene, or fused heterocyclylheteroarylene; 
optionally substituted with one or more substitutents R 23 , R 24 , R 25 , R 28 , and R 27 , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the group 

consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , d-e-alkyl-Z-, 
(^-alkenyl-Z-, C2-6-alkynyi-Z-, cycloalkyl-Z-, heterocyclyl-Z- t aryl-Z- t heteroaryl-Z-, 
aryl-C^-alkylene-Z-, heteroaryl-Ci-e-alkylene-Z-, heterocyclyl-C^-alkylene-Z-, 
cydoalkyl-C^-alkylene-Z-, N(R 4 R 5 )-C 1 ^alkylene-Z- f R 8 -W 1 -Z-, R e -W 1 -N(R 4 )-Z-, R 6 - 
N(&)-Z, and RW-C^-alkylene-Z-, wherein 



R 2 and R 3 independently of each other are hydrogen, C^-alkyl, 
aryl-Ci-e-alkylene-, heteroaryl-C^-alkylene-, C^-alkyl-arylene-, 
C^alkyl-heteroarylene-, heteroaryl, or aryl; 
or 

R 2 and R 3 , when attached to the same nitrogen atom, together with said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
and sulfur, and optionally containing one or two double bonds; 
Z and W 1 independently of each other are a direct bond, -O-, -N(R 7 )-, -S-, 
-SO r , -C(0)N(R 7 h -N(R 7 )C(Oh -N(R 7 )CON(R 8 h -N(R 7 )SO r , -S0 2 N(R 7 )-. 
-C(OK>-, -N(R 7 )S0 2 N(R 8 )-, or -O-C(O)-, wherein 

R 7 and R 8 in each individual case independently of each other are 

hydrogen or alkyl; and 
R 4 , R 5 , and R 6 independently of each other are selected from the group 
consisting of hydrogen, aryl, alkyl, heteroaryl-alkylene-, and aryl-alkylene-; 



formula (I). 



G 




(i) 



wherein 
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or 

R 4 and R 5 may be taken together to form a ring having the formula 
-(CH 2 )j-Q-(CH2))c bonded to the nitrogen atom to which R 4 and R 5 are 
attached, wherein 

j and k independently of each other is 1 , 2, 3, or 4; and 

Q is a direct bond, -CH r . -0-, -S-, -S(0 2 h -C(OK -C(0)NH-, 

-NHC(Oh -NHC(0)NH-, -NHSO r , -S0 2 NH-, -C(OK>- f -O-C(O)-. 

-NHS0 2 NH-, 



R 10 



Oy R9 °Y 0R9 0 2f /R9 0 2 f N(H)R9 

— N — . — N— ■ — N — • — N — ' — N— 



R 10 



— N— • — N— • ^ — N- 

wherein 



R 9 and R 10 independently of each other are selected from 
the group consisting of hydrogen, aryl, alkyl, and 
aryl-alkylene-; 

L 1 is -D-alkylene-E-, -D-alkenylene-E-, -D-alkynylene-E-, -D-cycloalkylene-E-, 
-D.heterocyclylene-E-, -O-, -S-, -S(O)-, -S(0)z-, -C(Oh -N(R 11 )-. or -C(=N-OR 12 K wherein 
D and E independently of each other are a direct bond, -O or -S-; 
R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, 
heteroaryl-alkylene-, alkyl-O-C(O)-, aryl-alkylene-O-C(O)-, 
heteroaryl-alkylene-O-C(O)-, alkyl-NH-C(O)-, aryl-alkylene-NH-C(O)-, 
heteroaryl-alkylene-NH-C(0)-, alkyl-SOr, aryl-alkylene-SO:r, 
heteroaryl-alkylene-SO^, aryl-SOr. heteroaryl-SCV, alkyHMH-SCV, 
aryl-alkylene-NH-SCV, heteroaryl-alkylene-NH-SCV, alkyl-C(O)-, 
aryl-alkylene-C(O)-, heteroaryl-alkylene-C(O)-, alkyl-Y-, aryl-Y-, heteroaryl-Y-, 
aryl-alkylene-Y-, heteroaryl-aikylene-Y-, N(R 13 )(R 14 )-alkylene-Y-, and 
R 15 -W 2 -alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH r , -SO r , 
-N(H)CO- f -N(H)SCV, or-0-C(0)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 
heteroaryl, d^-alkyl, d-e-alkoxy, aryl-d-e-alkylene-, 
heteroaryl-d*-alkytene-, aryl-d^-alkoxy-, heteroaryl-d-e-alkoxy-, 



WO 2004/002481 PCT/DK2003/000449 

26 

Ci-e-alkyl-arylene-, Ct-e-alkyl-heteroarylene-, d-e-alkoxy-heteroarylene-, or 

d^-alkoxy-arylene-; 

or 

R13 and R u may be taken together to form a ring having the formula 
-(CH 2 )o-X-(CH2)p- bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

o and p are independently of each other are 1 , 2> 3, or 4; and 
X is a direct bond, -CHz-, -0-, -S-, -SfOzh -C(O)-, -CON(Hh 
-NHC(O)-, -NHCON(H)-. -NHSO^, -S0 2 N(HX -C(0)-0-, -0-0(0)-, 
-NHS0 2 NH-, 

°Y R " °y or " °^ R " 

— N — . — N— • — N— 
— N— • — N— ■ 



O^NHR 16 O^.N-R 1S R 10 
— N — ' — N — • or — N — » 

wherein 

R 18 and R 17 are selected from hydrogen, aryl, heteroaryl, 
C^-alkyl, C^-alkoxy, aryl-C^-alkylene-, 
heteroaryl-d^-alkylene-, C^-alkyl-arylene-, 
C^-alkyl-heteroarylene-, C^-alkoxy-arylene-, 
d^-alkoxy-heteroarylene-, heteroarylaryl-Ci-e-alkoxy-, or 
aryl-C^-alkoxy-; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, alkyl, heteroaryl-alkylene-, or aryl-alkylene-; and 
R 12 is selected from hydrogen, aryl, heteroaryl, alkyl, aryl-alkylene-, 
heteroaryl-alkylene-, alkyl-arylene-, alkyl-heteroarylene-, alkoxy-heteroarylene-, or 
alkoxy-arylene-; 
G 1 is alkyl, alkenyl, alkynyl, cycloalkyl or heterocyclyl, 
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optionally substituted with one or more substituents selected from the group consisting of 
-CN f -CF 3 , -OCF3. -OR 18 , -NR 18 R 19 , C^io-cycloalkyl and C^-alky!. wherein 
R 18 and R 19 independently of each other are hydrogen, C^-alky!, 
heteroaryl-C^alkylene-, aryl-C^-alkylene-, d^alkyl-arylene-, 
5 Ct-e-alkyl-heteroarylene-, heteroaryl, or aryl; 

or 

R 18 and R 19 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
1 0 optionally containing one or two double bonds; 

or 

G 1 is aryl, heteroaryl, fused cycloalkylheteroaryl, fused heterocyclylaryl, or fused 
cycloalkylaryl, 

optionally substituted with one or more substituents R 40 , R 41 , and R 42 ; 
15 L 2 is a direct bond, alkylene, alkenylene, alkynylene, -NKR 20 )-, -alkylene-NfR 20 )-, 
-alkenylene-N(R 20 )-, -alkynylene-rvKR 20 )-, wherein 
R 20 is hydrogen, or 

R 20 is alkyl, alkenyl, alkynyl, cycloalkyl-W 3 -, heterocyclyl-W 3 -, aryl-W 3 -, 
heteroaryi-W 3 -, optionally substituted with one or more substituents R 30 , R 31 , and 
20 R 32 , wherein 

W 3 is alkylene or a direct bond; 
wherein L 1 and L 2 are attached to adjacent atoms in A 1 ; 
L 3 is -C(Oh or-S(0) r ; 
R 1 is hydrogen, or 

25 R 1 is alkyl, alkenyl, alkynyl, cycloalkyl-W 4 -, heterocyclyl-W 4 -, aryl-W 4 -, or heteroaryl-W 4 -, 
optionally substituted with one or more substituents R 33 , R 34 , and R 35 , wherein 

W 4 is alkylene or a direct bond; 
G 2 is heteroaryl, fused heterocyclylheteroaryl, or fused cycloalkylheteroaryl, 
optionally substituted with one or more substituents R 43 , R 44 , and R 45 , wherein said heteroaryl 

30 group posesses a nitrogen atom adjacent to the atom joining said heteroaryl group to 
-NKR 1 )-; 

or a group of the formula 
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wherein 

G 3 and G 5 independently of each other are alkyl, alkenyl, alkynyt, cycloalkyl-R 22 -, 
heterocyclyf-R 22 -, aryl-R 22 -, heteroaryl-R 22 -, 
5 optionally substituted with one or more substituents R 48 , R 47 , and R 48 , wherein 

R 22 is alkylene or a direct bond; and 
R 21 is hydrogen, alkyl, alkenyl, alkynyl, cycloalkyl-W 5 -, or heterocyclyM/V 5 -, 
optionally substituted with one or more substituents R 36 , R 37 , and R 38 , or 
R 21 is aryl-W 5 -, or heteroaryl-W 5 -, optionally substituted with one or more 
1 0 substituents R 49 , R 50 , and R 51 , wherein 

W 5 is alkylene or a direct bond; 

wherein 

R 30 , R 31 , R 32 , R 33 , R 34 , R 35 , R 36 , R 37 , and R 38 independently of each other are selected from 
-CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -S(0) 2 CF 3 , -SCF 3 , -OR 52 , -NR^R 53 , 
1 5 -SRa* -NR^OfeR 53 , -SfOfeNR^R 53 . -SfOJNR^R 53 , -SfOJR 52 , -SfOfeR 52 , ^(OJNR^R 53 , 
-OCfOJNR^R 53 , -NR^CtOJR 53 , -CHAOJNR^R 53 , -OCFfeCfOJNR^R 53 , -CH 2 OR 52 , 
-CHaNR^R 53 , -OC(0)R 52 , -C(0)R 52 and -C(0)OR 52 ; or 

C 2 ^-alkenyl and C^alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3 * -OCF 3 , -OR 52 , -NR^R 53 and d-e-alkyl; or 

20 C3-io-cycloalkyl, C4-a-cycloalkenyI, heterocyclyl, C^o-cycIoalkyl-C^-alkylene-, 
Cs-io-cycloalkyl-C^-alkoxy-, C3. 10 -cycloalkyloxy, C 3 .io-cycloalkyl-C 1 . e -alkylthio-, 
Ca-to-cycloalkylthio, C 3 . 1 o-cydoalkyl-C 2 . 6 -alkenylene- l C^o-cycloalkyl-CWalkynylene-, 
C^-cycloalkenyl-C^-alkylene-, C^-cyctoalkenyl-C^-alkenylene-, 
C^-cycloalkenyl-C 2 -6-alkynylene-, heterocyclyl-C^-alkylene-, heterocyclyl-C 2 ^-alkenylene-, 

25 heterocyclyl-C 2 ^-alkynylene-, aryl, aryloxy, aryloxycarbonyl, aroyl, aryl-C^-alkoxy-, 
aryl-C^-alkylene-, aryl-C 2 ^-alkenylene-, aryl-C2-e-alkynylene-, heteroaryl, 
heteroaryl-Ci-e-alkyiene-, heteroaryl-C 2 ^-alkenylene- and heteroaryl-C^alkynylene-, of 
which the aryl and heteroaryl moieties optionally may be substituted with one or more 
substituents selected from halogen, -CfOJOR 52 , -CN, -CF 3 , -OCF 3 , -NO* -OR 52 , -NR^R 53 and 

30 Ci-a-alkyl, wherein 

R 52 and R 53 independently of each other are hydrogen, d^-alkyl, aryl-C^-alkylene- 
heteroaryl-C^-alkytene- heteroaryl, or aryl; 



WO 2004/002481 



29 



PCT/DK2003/000449 



or 

R 52 and R 53 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
5 optionally containing one or two double bonds; 

R 40 , R 41 , R 42 , R 43 , R 44 , R 45 , R 4 *, R 47 , R 4 *, R 49 , R 50 and R 51 independently of each other are 
halogen, -CN, -N0 2 , Chalky!, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , 
-S(0) 2 CF 3 , -SCF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR^SfOkR 55 , -StO^NR^R 55 . -StOJNR^R 55 , 
-SfOJR 54 , -SCOfcR 54 , -CfONR^R 55 . -OCCOJNR^R 55 , -NR^CfOJR 55 , -CH^OJNR^R 55 , 
10 -CHaCfOPR 54 , -OCHfeCfOJNR^R 55 , -CHzOR 54 , -CH 2 NR 54 R K , -OCCOJR 54 , -CCOJR^and 
-CfOJOR 54 ; or 

d-e-alkenyt and C2-e-alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3 , -OCF 3 , -OR 54 , -NR^R 55 and C^alkyl; 
C^to-cycloalkyl, C^-cydbalkenyl, heterocyclyl, <Vio-cycIoalkyl-Ci.6-alkylene-, 

15 C^io-cycloalkyl-d^-alkoxy-, C^o-cycloalkyloxy, C^o^ycloalkyl-d^ralkylthio-, 

C3.io-cycloalkylthio, C^o-cydoalkyl-d-e-alkenylene-, C 3 . 10 -cycloalkyl-C 2 ^-alkynylene-, 
C^-cycloalkenyl-C^-alkylene-, C4-e-cycloalkenyl-C 2 .e-alkenylene-, 
C4^-cycloalkenyl-C 2 ^-alkynylene-, heterocyclyl-Ci^-alkylene-, heterocyclyl-C 2 ^a!kenylene-, 
heterocyclyl-C 2 ^-alkynylene-; or 

20 aryl, aryloxy, aryloxycarbonyl, aroyl, aryl-d-e-aikoxy-, aryl-Ci-e-alkylene-, 

aryl-C 2 _e-alkenylene-, aryl-d-e-alkynylene-, heteroaryl, heteroaryl-d-e-alkylene-, 
heteroaryl-C 2 .e-alkenylene- and heteroaryl-C^alkynylene-, of which the aryl and heteroaryl 
moieties optionally may be substituted with one or more substituents selected from halogen, 
-CfOJOR 54 , -CN, -CF 3 , -OCF 3 , -N0 2l -OR 54 , -NR^R 55 or d-e-alkyl, wherein 

25 R 54 and R 55 independently of each other are hydrogen, d-e-alkyl, C^-alkyl-arylene-, 

d-e-alkyl-heteroarylene-, aryl-d^-alkylene-, heteroaryl-d-e-alkylene-, heteroaryl, or 
aryl; 
or 

R 54 and R 55 independently of each other are hydrogen or -(CHR^VfCHR^VZ, 
30 wherein 

u is 1 or 2; 
v is 0, 1 or 2; 

R 63 and R 64 independently of each other are hydrogen, d^-alkyl, 
d.e-alkyt-arylene- aryl, hydroxy, hydroxyalkyl, amino, or aminoalkyl; 
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Z is hydrogen, -O-R 65 , -qOJO-R 05 , -CONR^R 66 , aikylamino, or 
dialkylamino, wherein 

R 65 and R 66 independently of each other is hydrogen or Ci^-alkyl; 

or 

5 Z is a five or six membered ring wherein at least one ring atom is nitrogen 

and the remaining ring atoms are either carbon or oxygen; 

or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
1 0 one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 

optionally containing one or two double bonds, and optionally substituted with one or 
more Ci^-alkyl groups; 
or a pharmaceutical^ acceptable salt, solvate, or prodrug thereof. 

Other embodiments of the present invention are clear from the following list of 
15 embodiments. 

Embodiment 2: A compound according to embodiment 1 , wherein 

A 1 is arylene or heteroarylene, optionally substituted with one or more substitutents R 23 , R 24 , 
R 25 , R 26 , and R 27 , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the group 
20 consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C 14r alkyl-Z-, 
C 2 .6-alkenyl-Z-, C 2 .*-alkynyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, heteroaryl-Z-, 
aryl-Ci-e-alkylene-Z-, heteroaryl-d-e-alkylene-Z-, heterocydyl-Ci^-alkylene-Z-, 
cydoalkyl-C^-alkylene-Z-, N(R 4 R 5 )-C 1 ^-alkylene-Z- f R 6 -W 1 -Z-, rM/V'-N^J-Z-, R 8 - 
25 N(R 4 )-Z, and RW-C^-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined for embodiment 1. 
Embodiment 3: A compound according to embodiment 2, wherein 
A 1 is Ce-10-arylene or C^io-heteroarylene, optionally substituted with one or more 
substitutents R 23 , R 24 , R 25 , R 26 , and R 27 , wherein 
30 R 23 , R 24 , R 25 , R 28 , and R 27 independently of each other are selected from the group 

consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
C 2 ^-alkenyl-Z-, C^alkynyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, heteroaryl-Z-, 
aryl-d-e-alkylene-Z-, heteroaryl-C^-alkylene-Z-, heterocydyl-C^-alkylene-Z-, 
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cycloalkyl-d^-alkylene-Z-, NKR^K^-alkylene-Z-, R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R fl - 
NfR^Z, and RW-C^-alkylene-Z-, wherein 

R 2 , R 3 , R\ R 5 , R 6 , Z, and W 1 are as defined for embodiment 1 . 
Embodiment 4: A compound according to any of embodiments 1 to 3, wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the group 
consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -IMR 2 R 3 , C^alkyl-Z-, 
cycloalkyl-Z-, heterocyclyl-Z% aryl-Z-, or heteroaryl-Z-, N(R 4 R 5 )-Ci-6-alkytene-Z- t 
R 6 -W 1 -Z-, RW-NKR 4 )^-, R^R 4 )^, and R 6 -W 1 -C lJ6 -alkyIene-Z-, wherein 



Embodiment 5: A compound according to any of embodiments 1 to 4, wherein 

R 4 , R 5 , and R 6 independently of each other are selected from the group consisting of 
hydrogen, aryl, alkyl, heteroaryl-alkylene-, and aryl-alkylene-. 

Embodiment 6: A compound according to embodiment 5, wherein 

R 4 , R 5 , and R 6 independently of each other are hydrogen or alkyl. 

Embodiment 7: A compound according to embodiment 6, wherein 
R 4 , R 5 , and R 6 are hydrogen. 

Embodiment 8: A compound according to any of embodiments 1 to 4, wherein 

R 4 and R 5 is taken together to form a ring having the formula -(CH 2 )rQ-(CH 2 )k- 
bonded to the nitrogen atom to which R 4 and R 5 are attached, wherein 



wherein 

R 9 and R 10 independently of each other are selected from the 
group consisting of hydrogen, aryl, alkyl, and arylalkyk 
Embodiment 9: A compound according to embodiment 8, wherein 



R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined for embodiment 1 . 



j and k independently of each other is 1 , 2, 3, or 4; 

Q is a direct bond r -CH r , -O-, -S-, -S(0 2 h -C(Oh -C(0)NH-, -NHC(Oh 

-NHC(0)NH-, -NHSO2-, .SO2NH-, -C(0)-0-, -0-C(OK -NHS0 2 NH-, 





or 
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Q is a direct bond. -CHz-, -O-, -S-. -S(O z )-, -C(O)-, -C{0)NH- f -NHC(O)-, 
-NHC(0)NH-, -NHSOj-, -S0 2 NH-, -C(0)-0-. -0-C{0)-, -NHS0 2 NH-, 

Oy« 9 O^OR 9 Q ^ 0 ^N(H)R 9 ^.N-R 9 
— N— . — N— • — N— ' — N— 1 — N— 

f 

Oy,UHR° O^N-R 9 R 9 
— N — • — n— • or — N— '• 

wherein 

R 9 and R 10 independently of each other are hydrogen or alkyl. 
Embodiment 10: A compound according to embodiment 9, wherein 

Q is a direct bond, -CH r , -0-, -S-, -S(0 2 )-, -0(0)-, -C(0)NH-, -NHC(O)-, 
-NHC(0)NH-, -NHSOa-, -S0 2 NH-, -0(O)-0-. -0-C(0)-. -NHS0 2 NH-, 



Oy H °Y° H o 2 f NH 

— N— . — N— • — N— • — N 



2 



O^NH 2 H 

— N— . or — N — » 

10 Embodiment 11: A compound according to embodiment 10, wherein Q is a direct bond. 
Embodiment 12: A compound according to any of embodiments 1 to 11, wherein 

W 1 is a direct bond, -0-, -NH-, -S-, -SO^-CfOJNH-, -NHC(O)-, -N(H)CON(H)-, 
-N(H)SO r . -S0 2 N(Hh -0(0-0, -N(H)S0 2 N(H)-, or-O-C(O)-. 
Embodiment 13: A compound according to embodiment 12, wherein W 1 is a direct bond, -0% 
15 -S-, or -SO2-. 

Embodiment 14: A compound according to embodiment 13, wherein W 1 is a direct bond. 
Embodiment 15: A compound according to embodiment 4, wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , 
-N0 2 , -OR 2 , -NR^, C^-alkyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryi-Z-, or 
20 heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined for embodiment 1. 
Embodiment 16: A compound according to embodiment 15, wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -CfOJOR 2 , -CN, -CF 3 , -OCF 3 , 
-N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, C^o-cycloalkyl-Z-, Cs-nrheterocyclyl-Z-, 
25 C^to-aryl-Z-, or C3- 1(r heteroaryl-Z-, wherein 
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R 2 t R 3 , and Z are as defined for embodiment 1. 
Embodiment 17: A compound according to embodiment 16, wherein 

at least one of R 23 , R 24 , R 25 , R 20 , and R 27 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , 
-NR 2 R 3 , Cn-alkyl-Z-, Cs-nrcydoalkyl-Z-, Cs-io-heterocyclyl-Z-, Quo-aryl-Z-, or 
5 C^o-heteroaryLZ-, wherein 

R 2 , R 3 , and Z are as defined for embodiment 1. 
Embodiment 18: A compound according to embodiment 17, wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -CfOJOR 2 , -CN, -N0 2 , -OR 2 , or 
-NR 2 R 3 , wherein 

1 0 R 2 , R 3 , and Z are as defined for embodiment 1 . 

Embodiment 19: A compound according to any of embodiments 1 to 18, wherein 

R 2 and R 3 independently of each other are hydrogen, C^-alkyl, aryl-C^-alkylene-, 
heteroaryl-C^-alkylene-, C^alkyl-arylene-, C^-alkyl-heteroarylene-, heteroaryl, or 
aryl. 

1 5 Embodiment 20: A compound according to embodiment 1 9, wherein 

R 2 and R 3 independently of each other, are hydrogen, C^alkyU aryKWalkylene- 
or aryl. 

Embodiment 21: A compound according to embodiment 20, wherein 
R 2 is hydrogen or CWalkyl. 
20 Embodiment 22: A compound according to embodiment 21 , wherein 
R 2 is hydrogen. 

Embodiment 23: A compound according to any of embodiments 1 to 22, wherein 

R 3 is hydrogen or C^-alkyl. 
Embodiment 24: A compound according to embodiment 23, wherein 
25 R 3 is hydrogen. 

Embodiment 25: A compound according to any of embodiments 1 to 15, wherein 

R 2 and R 3 , when attached to the same nitrogen atom, together with said nitrogen 
atom may form a 3 to 8 membered heterocyclic ring optionally containing one or two 
further heteroatoms selected from nitrogen, oxygen and sulfur, and optionally 
30 containing one or two double bonds. 

Embodiment 26: A compound according to any of embodiments 1 to 25, wherein 

Z is a direct bond, -O-, -NH-, -S-, -SO r , -C(0)NH-, -NHC(O)-, -N(H)CON(H)-, 
-N(H)S02-, -S0 2 N(H)-, «C(0)-0-, -N(H)S0 2 N(H)-, or-O-C(O)-. 
Embodiment 27: A compound according to embodiment 26, wherein 
35 Z is a direct bond, -0-, -S-, or -SO^. 
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Embodiment 28: A compound according to embodiment 27, wherein 

Z is a direct bond. 
Embodiment 29: A compound according to embodiment 2, wherein 
A 1 is 

R 23 x 




R 



26 ' 

, wherein 

R 23 , R 24 , R 25 , and R 26 , independently of each other, are hydrogen or as defined for 
embodiment 1. 

Embodiment 30: A compound according to embodiment 29, wherein 

R 23 , R 24 , R 25 , and R 28 independently of each other are selected from the group 
10 consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
cycloalkyl-Z-, heterocyclyt-Z-, aryl-Z-, or heteroaryl-Z-, N(R 4 R 5 )-Ci^-alkylene-Z- f 
R 8 -W 1 -Z-, R 8 -W 1 -N(R 4 )-Z- f R^NfR 4 )^, and RW-C^-alkylene-Z-, wherein 
R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined for embodiment 1. 
1 5 Embodiment 31 : A compound according to embodiment 29 or 30, wherein 

R 4 , R 5 , and R 8 independently of each other are selected from the group consisting of 
hydrogen, aryl, alkyl, heteroaryl-alkylene-, and aryl-alkylene-. 
Embodiment 32: A compound according to embodiment 31 r wherein 

R 4 , R 5 , and R 8 independently of each other are hydrogen or alkyl. 
20 Embodiment 33: A compound according to embodiment 32, wherein 
R 4 , R 5 , and R 6 are hydrogen. 
Embodiment 34: A compound according to embodiment 29 or 30, wherein 

R 4 and R 5 is taken together to form a ring having the formula -(CH 2 ) r Q-(CH 2 ) k - 
bonded to the nitrogen atom to which R 4 and R 5 are attached, wherein 
25 j and k independently of each other is 1 , 2, 3, or 4; 

Q is a direct bond, -CH r , -O-, -S-. -S(Oa)-. -C(O)-, -C(0)NH-, -NHC(O)-, 
-NHC(0)NH-, -NHS02-, -S0 2 NH-, -C(0)-0-, -O-C(O)-, -NHS0 2 NH-, 
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Y °Y 0R9 o 2 s- R6 o 2f N(H)R9 ojf"-** 

— N — . — N — • — N— • — N — • — N— • 

O^NHR 9 O^.N-R 9 R 9 
— N — • — n — • or — N— : 

wherein 

R 9 and R 10 independently of each other are selected from the 
group consisting of hydrogen, aryl, alkyl, and arylalkyk 
5 Embodiment 35: A compound according to embodiment 34, wherein 

Q is a direct bond. -CH r , -0-, -S-, -S(0 2 h -C(Ok -C(0)NH-, -NHC(0)-, 
-NHC(0)NH-, -NHSOr. -S0 2 NH-, -C(0>-0-, -0-C(0)-, -NHS0 2 NH-, 

R 10 

Oy« 9 O^OR 9 Q ^ 02f N(H)R 9 Q2f N-R 9 

— N— . — N— • — N— • — N— • — N— • 

R 10 

O^/NHR 9 O^N-R 9 R 9 
— N — • — N — • or — n — ! 

wherein 

10 R 9 and R 10 independently of each other are hydrogen or alkyl. 

Embodiment 36: A compound according to embodiment 35, wherein 

Q is a direct bond, -CH*-, -0-. -S-, -S(0 2 K -C(O)-, -C(0)NH-, -NHC(OK 
-NHC(0)NH-, -NHS0 2 -, -S0 2 NH-, -C(0)-0-, -O-C(O)-, -NHS0 2 NH-, 

°Y H °y oh o 2f - H 0 2f ' NH ^ 

— N— . — N— • — N — • — N— 



OyNH 2 Ijt 

— N— . or — N— : 

1 5 Embodiment 37: A compound according to embodiment 36, wherein 
Q is a direct bond. 

Embodiment 38: A compound according to any of embodiments 29 to 37, wherein 

W 1 is a direct bond. -O-, -NH-, -S-, -SO r , -C(0)NH-, -NHC(OK -N(H)CON(H>. 
-N(H)S02-. -S0 2 N(HK -C(0)-O-, -N(H)S0 2 N(H)-, or-O-C(O)-. 
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Embodiment 39: A compound according to embodiment 38, wherein 

W 1 is a direct bond, -O-, -S-, or -SO r . 
Embodiment 40: A compound according to embodiment 39, wherein 

W 1 is a direct bond. 
5 Embodiment 41 : A compound according to embodiment 29, wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -CF 3 . -OCF 3 , -N0 2 , 

-OR 2 , -NR 2 R 3 , Cuj-alkyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, or heteroaryl-Z-, 

wherein 

R 2 , R 3 , and Z are as defined for embodiment 29. 
1 0 Embodiment 42: A compound according to embodiment 41 , wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , 
-OR 2 , -NR 2 R 3 , Ci^-alkyl-Z-, C^o-cycloalkyl-Z-, CWheterocyclyl-Z-, C^ 1(r aryl-Z-, or 
C3. 10 -heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined for embodiment 29. 
1 5 Embodiment 43: A compound according to embodiment 42, wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , 
-NR 2 R 3 I C^-alkyl-Z-, C^o-cycloaikyl-Z-, C^io-heterocyclyl-Z-, C^o-aryl-Z-, or 
C^o-heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined for embodiment 29. 
20 Embodiment 44: A compound according to any of embodiments 29 to 43, wherein 

Z is a direct bond, -O-, -NH-, -S-, -SOz-, -C(0)NH-, -NHC(O)-, -N(H)CON(H)-, 
-N(H)S02-, -S0 2 N(H)-, -C(0)-0-, -N(H)S0 2 N(H)-, or-O-C(O)-. 
Embodiment 45: A compound according to embodiment 44, wherein 
Z is a direct bond, -O-, -S-, or -SO2-. 
25 Embodiment 46: A compound according to embodiment 45, wherein 
Z is a direct bond. 
Embodiment 47: A compound according to embodiment 43, wherein 

at least one of R 23 , R 24 , R 25 , and R 28 is halogen, -C(0)OR 2 , -CN, -N0 2f -OR 2 , 
-NR 2 R 3 , or C^-alkyl, wherein 
30 R 2 , and R 3 are as defined for embodiment 29. 

Embodiment 48: A compound according to any of embodiments 29 to 47, wherein 

R 2 and R 3 independently of each other are hydrogen, C^-alkyl, aryl-Ci^-alkylene-, 
heteroaryl-C^-alkylene-, C^-alkyl-arylene-, Cnj-alkyl-heteroarylene-, heteroaryl, or 
aryl. 

35 Embodiment 49: A compound according to embodiment 48, wherein 
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R 2 and R 3 independently of each other, are hydrogen, Ci-e-alkyl, aryl-C^alkylene- 
or aryl. 

Embodiment 50: A compound according to embodiment 49, wherein 
R 2 is hydrogen or Chalky!. 
5 Embodiment 51 : A compound according to embodiment 50, wherein 
R 2 is hydrogen. 

Embodiment 52: A compound according to any of embodiments 29 to 51 , wherein 

R 3 is hydrogen or CWalkyl. 
Embodiment 53: A compound according to embodiment 52, wherein 
10 R 3 is hydrogen. 

Embodiment 54: A compound according to any of embodiments 29 to 41 , wherein 

R 2 and R 3 , when attached to the same nitrogen atom, together with said nitrogen 
atom may form a 3 to 8 membered heterocyclic ring optionally containing one or two 
further heteroatoms selected from nitrogen, oxygen and sulfur, and optionally 
1 5 containing one or two double bonds. 

Embodiment 55: A compound according to any of embodiments 29 to 46, wherein 

at least one of R 23 , R 24 , R 25 , and R 26 are hydrogen. 
Embodiment 56: A compound according to embodiment 55, wherein 
at least two of R 23 , R 24 , R 25 , and R 26 are hydrogen. 
20 Embodiment 57. A compound according to claim 56, wherein 
R 23 and R 26 are hydrogen. 
Embodiment 58: A compound according to embodiment 56 or claim 57, wherein 

at least three of R 23 , R 24 , R 25 , and R 26 are hydrogen. 
Embodiment 59: A compound according to any of embodiments 29 to 58, wherein R 24 or R 25 
25 is halogen. 

Embodiment 60: A compound according to embodiment 59, wherein R 24 or R 25 is fluoro. 
Embodiment 61: A compound according to any of embodiments 29 to 58, wherein R 24 or R 25 
is C^-alkyl. 

Embodiment 62: A compound according to embodiment 59, wherein R 24 or R 25 is methyl. 
30 Embodiment 63: A compound according to any of embodiments 29 to 58, wherein 
R 24 is hydrogen. 

Embodiment 64: A compound according to any of embodiments 29 to 63, wherein 
R 25 is hydrogen. 

Embodiment 65: A compound according to embodiment 29, wherein 
35 R 23 , R 24 , R 25 , and R 26 are hydrogen. 
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Embodiment 66: A compound according to any of embodiments 1 to 65, wherein 

L 1 is -D-alkylene-E-, -0-, -S-, -S(Oh -S(0) r , -C(Oh -N(R 11 h or -C(=N-OR 12 ), 
wherein 

D P E, R 11 and R 12 are as defined for embodiment 1 . 
5 Embodiment 67: A compound according to embodiment 66, wherein 

L 1 is -D-alkylene-E-, -0-, -C(Oh -N(R 11 )-, or -C(=N-OR 12 )-, wherein 
D, E, R 11 and R 12 are as defined for embodiment 1 . 
Embodiment 68: A compound according to embodiment 66, wherein 
L 1 is -O-. 

1 0 Embodiment 69: A compound according to embodiment 66, wherein 
L 1 is 

Embodiment 70: A compound according to embodiment 66, wherein 
L'is-CfO)-. 

Embodiment 71 : A compound according to any of embodiments 1 to 67, wherein 
15 D is a direct bond or -0-; 

E is a direct bond or -O-; and 

R 11 and R 12 are as defined for embodiment 1 . 
Embodiment 72: A compound according to embodiment 71 , wherein 

D is a direct bond. 

20 Embodiment 73: A compound according to embodiment 71 , wherein 
Dis -0-. 

Embodiment 74: A compound according to any of embodiments 71 to 73, wherein 
E is a direct bond. 

Embodiment 75: A compound according to any of embodiments 71 to 73, wherein 
25 E is -O-. 

Embodiment 76: A compound according to any of embodiments 1 to 75, wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, alkyl-NH-C(0)- f 
aryl-alkylene-NH-C(O)-, alkyl-SO r , aryl-alkylene-SO r , aryl-SCV, SO r , alkyl-C(Oh 
aryl-alkylene-CfO)-, N(R 13 )(R 14 )-alkylene-Y-, and R 15 -W 2 -alkylene-Y-, wherein 
30 Y and W 2 independently of each other are a direct bond, -CH r , -SO*-, 

-N(H)CO-, -N(H)SO r , or-O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 

Ci^-alkyl, or aryl-d^-alkylene-; 

or 



WO 2004/002481 PCT/DK2003/000449 

39 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 )o-X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

o and p are independently of each other are 1 , 2, 3, or 4; and 
X is a direct bond, -CH r , -O-, -S-, -S(0 2 h -0(0)-, -CON(H)-, 
-NHC(OK -NHCON(HK -NHSCV, -S0 2 N(Hh -C(0)-0-, -0-C(Oh 
-NHS0 2 NH-, 

o R 16 o OR 16 ^ r1 * 

°Y °y 0H 

— N — . — N— • — N— 
f 

— N— • — N— • 



O^NHR 18 O^N-R 16 R 16 
— N— » — N— • or — N— * 
wherein 

R 16 and R 17 are selected from hydrogen, aryl, heteroaryl, 
C^-alkyl, C^-alkoxy, aryl-C,^-alkylene-, 
heteroaryl-Ct^-alkylene-, C^-alkyl-arylene-, 
d-e-alkyt-heteroarylene-, C^-alkoxy-arylene-, 
C^-alkoxy-heteroarylene-, heteroarylaryl-C^-alkoxy-, or 
aryl-C^-alkoxy-; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, heterocyclyl, 
alkyl, or aryl-alkylene-. 
Embodiment 77: A compound according to embodiment 76, wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, alkyl-NH-C(O)-, 
aryl-alkylene-NH-C(O)-, alkyl-SO^, aryl-alkylene-SCV, aryl-SO^, SO r , alkyl-C(O)-, 
aryl-alkylene-C(O)-, N(R 13 )(R 14 )-alkylene-Y-, and R 15 -W 2 -alkylene-Y-, wherein 
Y and W 2 independently of each other are a direct bond, -CH^, -SO^, 
-N(H)CO-, -N(H)S02-, or-O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 
Ci4-alkyl, or aryl-C^-alkylene-; 
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or 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 ) 0 -X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

5 o and p are independently of each other are 1 , 2, 3, or 4; and 

X is a direct bond, -CH r , -O. -S-. -S(0 2 )-, -C(O)-, -CON(H)-, 
-NHC(Oh -NHCON(H)-, -NHSO^, -S0 2 N(H)-, -C(0)-0-. -0-C(0)-. 
-NHSOzNH-, 

Oy*» OyCJR- 02f / R,S 
— N— . — N— > — N— 

— N— ■ — N— • 



R 17 

O^NHR 16 O^N-R 18 R 16 
— N — ■ — n— » or — N— » 
10 wherein 

R 1B and R 17 are hydrogen; and 
R 15 is selected from the group consisting of aryl, heteroaryU cycloalkyl, heterocyclyl, 
alkyl, or aryl-alkylene-. 
Embodiment 78: A compound according to embodiment 77, wherein 
15 R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, alkyl-NH-C(Oh 

aryl-alkylene-NH-C(O)-, alkyl-SO r , aryl-alkylene-SCV, aryl-SCV, SOjr, alkyl-C(O)-, 
aryl-alkylene-C(O)-, N(R 13 )(R 14 )-alkylene-Y-, and R 15 -W 2 -alkylene-Y-, wherein 
Y and W 2 independently of each other are a direct bond, -CHr, -SOz-, 
-N(H)CO-, -N(H)SCV. or-O-C(O)-; 
20 R 13 and R 14 independently of each other are selected from hydrogen, aryl, 

d-6-alkyl, or aryl-Ci^alkylene-; 
or 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 )o-X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 
25 attached, wherein 
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o and p are independently of each other are 1 , 2, 3, or 4; 

X is a direct bond; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, heterocyclyl, 
alkyl, or aryl-alkylene-. 
5 Embodiment 79: A compound according to embodiment 78, wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, alkyWMH-C(O)-, 
aryl-alkyIene-NH-C(Oh alkyl-SO r , aryl-alkylene-SOjr, ary1-SO r , SO r , alkyl-C(O)-, 
aryl-alkylene-CCO)-, N(R 13 )(R 14 )-alkylene-Y-, and R 15 -W 2 -aIkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH r , -SCV, 
10 -N(H)CO-, -N(H)SOr, or -O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 
Ci4-alkyl, or aryl-d-e-alkylene-; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 

heterocyclyl, alkyl, or aryl-alkylene-. 
1 5 Embodiment 80: A compound according to embodiment 79, wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, alkyl-NH-C(0)- f 
aryl-alkylene-NH-C(O)-, alkyl-SOr, aryl-alkylene-SOa-, aryl-SCV, SO r , alkyl-C(O)-, 
aryl-alkylene-C(O)-, N(R 13 )(R H >alkylene-Y-, and R 15 -W 2 -alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH2-, -SO2-, 
20 -N(H)CO-, -N(H)S02-, or -0-C(0)-; 

R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, alkyl, or aryl-alkylene-. 
Embodiment 81: A compound according to embodiment 80, wherein 
25 R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, alkyl-NH-C(OK 

aryl-alkylene-NH-C(O)-. alkyl-SO r , aryl-alkylene-SCV, aryl-SO r , SO r , alkyl-C(O)-, 
aryl-alkylene-C(O)-, N(R 13 )(R 14 )-alkylene-Y-, and R 15 -W 2 -alkylene-Y-, wherein 

Y is a direct bond; 

W 2 is a direct bond, -CH r , -SOz-, -N(H)CO-, -N(H)SO r . or -O-C(O)-; 
30 R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, alkyl, or aryl-alkylene-. 
Embodiment 82: A compound according to embodiment 80, wherein 



WO 2004/002481 PCT/DK2003/000449 

42 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-aikylene-, alkyl-NH-C(O)-, 
aryl-alkylene-NH-CfO)-, alkyl-SO*-. aryl-alkylene-SO^, aryl-SO r , SO r , alkyl-C(O)-, 
aryl-alkylene-C(Oh N(R 13 )(R 14 )-alkylene-Y-, and R 15 -W 2 -alkylene-Y-, wherein 

Y is a direct bond, -CH r , -SOr. -N(H)CO-, -NtHJSOz-, or 0-0(0).; 
5 W 2 is a direct bond; 

R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocydyl, alkyl, or aryl-alkylene-. 
Embodiment 83: A compound according to any of embodiments 80 to 82, wherein 
10 R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, alkyl-NH-C(O)-, 

aryl-alkylene-NH-C(O)-, alkyl-SOr, aryl-alkylene-SOz-, aryl-SOz-. SO2-, alkyl-C(O)-, 
aryl-alkylene-C(O)-, NHz-alkylene-, and R 15 -alkylene-, wherein 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocydyl, alkyl, or aryl-alkylene-. 
15 Embodiment 84: A compound according to embodiment 83, wherein 

R 11 is selected from hydrogen, alkyl, aryl, carbamoyl, aryl-alkylene-, alkyl-NH-C(O)-, 
aryl-alkylene-NH-C(O)-, alkyl-SOz-, aryl-alkylene-SO^, aryl-SC>2-, SO r , alkyl-C(OK 
aryl-alkylene-C(O)-, and NhValkylene-. 
Embodiment 85: A compound according to embodiment 84, wherein 
20 R 11 is hydrogen or alkyl. 

Embodiment 86: A compound according to embodiment 85, wherein 
R 11 is hydrogen. 

Embodiment 87: A compound according to any of embodiments 1 to 86, wherein 
R 12 is hydrogen or alkyl. 
25 Embodiment 88: A compound according to embodiment 87, wherein 
R 12 is hydrogen. 

Embodiment 89: A compound according to any of embodiments 1 to 88, wherein 

G 1 is alkyl, alkenyl, alkynyl, cycloalkyl or heterocydyl, optionally substituted with one 
or more substituents selected from the group consisting of -CN, -CF 3t -OCF 3 , -OR 18 , 
30 -NR 18 R 19 , Ca-io-cydoalkyl and C^-alkyl, wherein 

R 18 and R 19 are as defined for embodiment 1 . 
Embodiment 90: A compound according to embodiment 89, wherein 

G 1 is alkyl, alkenyl, alkynyl, cydoalkyl or heterocydyl, optionally substituted with one 
or more substituents selected from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , 
35 -NR 18 R 19 and C^-alkyl, wherein 
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R 18 and R 19 are as defined for embodiment 1. 
Embodiment 91: A compound according to embodiment 89, wherein 

G 1 is d-e-alkyl, CWalkenyl, C 2 ^-alkynyl, C^io-cycloalkyl or C^io-heterocyclyl, 
optionally substituted with one or more substituents selected from the group 
5 consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , -NR 18 R 18 , C^io-cycloalkyl and d-e-alkyl. 

wherein 

R 18 and R 19 are as defined for embodiment 1. 
Embodiment 92: A compound according to embodiment 90 or embodiment 91, wherein 
G 1 is d^-alkyl, C^e-alkenyl, d-e-alkynyl, Ca-io-cycloalkyl or dMo-heterocyclyl, 
1 0 optionally substituted with one or more substituents selected from the group 

consisting of -CN t -CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 and d-e-atkyl, wherein 
R 18 and R 19 are as defined for embodiment 1 . 
Embodiment 93: A compound according to any of embodiments 89 to 92, wherein 
R 18 and R 10 , independently of each other, are hydrogen, d-e-alkyl, 
1 5 heteroaryl-Ci^-alkylene-, aryl-Ci-e-alkylene-, C^-alkyl-arylene-, 

Ci^-alkyl-heteroarylene- t heteroaryt, or aryl. 
Embodiment 94: A compound according to embodiment 93, wherein 

R 18 and R 19 , independently of each other, are hydrogen, d-e-alkyl, 
C^icrheteroaryl-d-e-alkylene-, C^o-aryl-C^-alkylene-, d^-alkyl-C^io-arylene-, 
20 d^-alkyl-C^io-heteroarylene-, C^^-heteroaryl, or C^uraryl. 

Embodiment 95: A compound according to embodiment 94, wherein 

R 18 and R 19 , independently of each other, are hydrogen or d-e-alkyl. 
Embodiment 96: A compound according to embodiment 95, wherein 
R 18 is hydrogen. 

25 Embodiment 97: A compound according to embodiment 95 or 96, wherein 
R 19 is hydrogen. 

Embodiment 98: A compound according to embodiment 90 or embodiment 92, wherein 
R 18 and R 19 , when attached to the same nitrogen atom, together with the said 
nitrogen atom forms a 3 to 8 membered heterocyclic ring optionally containing one 
30 or two further heteroatoms selected from nitrogen, oxygen and sulfur, and optionally 

containing one or two double bonds. 
Embodiment 99: A compound according to any of embodiments 1 to 88, wherein 

G 1 is alkyl or cycloalkyl, optionally substituted with one or more substituents 
selected from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 and 
35 d.e-alkyl, 
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or G 1 is aryl optionally substituted with one or more substituents R 40 , R 41 , and R 42 , 
wherein R 18 , R 19 t R 40 , R 41 , and R 42 are as defined for embodiment 1. 
Embodiment 100: A compound according to embodiment 99, wherein 

G 1 is C^alkyl or C^o-cycloalkyl, optionally substituted with one or more 
5 substituents selected from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , 

-NR 18 R 19 andd^alkyl, 

or G 1 is Quo-aryl optionally substituted with one or more substituents R 40 , R 41 , and 

R 42 , wherein R 18 , R 19 , R 40 , R 41 , and R 42 are as defined for embodiment 1. 
Embodiment 101: A compound according to embodiment 99 or embodiment 100, wherein 
10 R 18 and R 19 , independently of each other, are hydrogen, Ci^-alkyl, 

heteroaryl-d^-alkylene-, aryl-C^-alkylene-, C^-alkyl-arylene-, 

C^alkyl-heteroarylene-, heteroaryl, or aryl. 
Embodiment 102: A compound according to embodiment 101, wherein 

R 18 and R 19 , independently of each other, are hydrogen, C^-alkyl, 
15 Ca-io-heteroaryl-d^-alkylene-, C^io-aryl-C^-alkylene-, d-e-alkyl-C^o-arylene-, 

Ci^-alkyl-C^io-heteroarylene-, C^o-heteroaryl, or C^io-aryl. 
Embodiment 103: A compound according to embodiment 102, wherein 

R 18 and R 19 , independently of each other, are hydrogen orC^-alkyl. 
Embodiment 104: A compound according to embodiment 103, wherein 
20 R 18 is hydrogen. 

Embodiment 105: A compound according to embodiment 103 or 104, wherein 

R 19 is hydrogen. 

Embodiment 106: A compound according to embodiment 99 or embodiment 100, wherein 

R 18 and R 19 , when attached to the same nitrogen atom, together with the said 
25 nitrogen atom forms a 3 to 8 membered heterocyclic ring optionally containing one 

or two further heteroatoms selected from nitrogen, oxygen and sulfur, and optionally 

containing one or two double bonds. 
Embodiment 107: A compound according to any of embodiments 99 to 106, wherein 

R 40 , R 41 , and R 42 independently of each other are 
30 halogen, -CN, -N0 2 , C^-alkyl. -CHF 2 , -CF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR^SfOkR 55 , 

-SPkNR^R 55 , -SfOJNR^R 55 , -SfOJR 54 , -SfOfeR 54 , -CfOJNR^R 55 , -OCtOJNR^R 55 , 

-NR^CfOJR 55 , -CH^OJNR^R 55 , -CH 2 C(0)OR 54 , -OChfeCfOJNR^R 55 , -ChfeOR 54 , 

-ChysiR^R 55 , and -C^OJOR 54 ; or 
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(Walkenyl and Cze-alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3 , -OCF 3 , -OR 54 , -NR^R 55 and Cvs-alkyl, 
wherein 

R 54 and R 55 independently of each other are hydrogen, Ci-e-alkyl, 
5 d.6-alkyl-arylene-, d^-alkyl-heteroarylene-, aryt-C^alkylene-, 

heteroaryi-d-e-alkylene-, heteroaryl, oraryl; 
or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the 
said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
1 0 containing one or two further heteroatoms selected from nitrogen, oxygen 

and sulfur, and optionally containing one or two double bonds. 
Embodiment 108: A compound according to embodiment 107, wherein 

R 54 and R 55 independently, of each other are hydrogen, or C^alkyl, 
Ci.e-alkyl-C3-i<rary!ene-, Ci^alkyl-Qj-io-heteroarylene-, Ca-io-aryt-C^-alkylene- 
1 5 Ca-io-heteroaryl-d-e-alkylene-, C^io-heteroaryl, or Ga-io-aryl. 

Embodiment 109: A compound according to embodiment 108, wherein 

R 54 and R 55 independently of each other are hydrogen or Ci^-alkyl. 
Embodiment 1 10: A compound according to embodiment 109, wherein 
R 54 is hydrogen. 

20 Embodiment 1 1 1 : A compound according to embodiment 1 09 or embodiment 110, wherein 
R 55 is hydrogen. 

Embodiment 112: A compound according to any of embodiments 1 to 88, wherein 

G 1 is aryl or heteroaryl, optionally substituted with one or more substituents R 40 , R 4 \ 
and R 42 , wherein 

25 R 40 , R 41 , and R 42 are as defined for embodiment 1 . 

Embodiment 1 13: A compound according to embodiment 112, wherein 

G 1 is C^o-aryl or C3-io-heteroaryl, optionally substituted with one or more 
substituents R 40 , R 41 , and R 42 , wherein 

R 40 , R 41 , and R 42 are as defined for embodiment 1. 
30 Embodiment 1 14: A compound according to embodiment 112, wherein 

G 1 is aryl, optionally substituted with one or more substituents R 40 , R 41 , and R 42 , 
wherein 

R 40 , R 41 , and R 42 are as defined for embodiment 1. 
Embodiment 1 15: A compound according to embodiment 1 14, wherein 
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G 1 is C^o-aryl, optionally substituted with one or more substituents R 40 , R 41 , and 
R 42 , wherein 

R 40 , R 41 , and R 42 are as defined for embodiment 1 . 
Embodiment 1 16: A compound according to any of embodiments 1 12 to 1 15, wherein 
5 R 40 , R 41 , and R 42 independently of each other are 

halogen. -CN, -N0 2 , C^-alky!, -CHF 2 , -CF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR^SfOfeR 55 , 
-SfOfeNR^R 55 , -SfOJNR^R 55 , -S^JR 54 , -S^R 54 , ^(OJNR^R 55 , -OCfOJNR^R 55 , 
-NR^CfOJR 55 , -ChfeCfOJNR^R 55 , -CWOJOR 54 , -OCHzCfOJNR^R 55 , -CH20R 54 , 
-CHaNR^R 55 . and -CfOJOR 54 ; or 
10 C 2 .«-alkenyl and C^alkynyl, which may optionally be substituted with one or more 

substituents selected from -CN, -CF 3f -OCF 3 , -OR 54 , -NR^R 55 and d^-alkyl, 
wherein 

R 54 and R 55 independently of each other are hydrogen, d-e-alkyl, 
C^-alkyl-arylene-, d-e-alkyl-heteroarylene-, aryl-C^-alkylene-, 
1 5 heteroaryl-Ci^-alkylene-, heteroary I, or aryl; 

or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the 
said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
20 and sulfur, and optionally containing one or two double bonds. 

Embodiment 1 1 7: A compound according to embodiment 116, wherein 

R 54 and R 55 independently of each other are hydrogen, or d-e-alkyl, 
C^lkyl-Cmo-arylene-, d^altyW^o-heteroarylene-, C^io-aryl-d-e-alkylene-, 
C^io-heteroaryl-C^-alkylene-, Ca-io-heteroaryl, or C^o-aryl. 
25 Embodiment 1 1 8: A compound according to embodiment 117, wherein 

R 54 and R 55 independently of each other are hydrogen or d-e-alkyl. 
Embodiment 119: A compound according to embodiment 118, wherein 
R 54 is hydrogen. 

Embodiment 120: A compound according to embodiment 1 18 or embodiment 119, wherein 
30 R 55 is hydrogen. 

Embodiment 121: A compound according to embodiment 114, wherein 
G 1 is 
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, wherein 

R 58 , R 57 , R 58 . R 59 , and R 60 , independently of each other, are hydrogen or halogen, -CN, -N0 2 , 
C^aikyl. -CHF 2 , -CF 3l -OCF 3 , -OCHF 2 , -0CH 2 CF 3 , -OCF 2 CHF 2 , -SfOkCF* -SCF 3 .-0R 61 , 
-NR 81 R 62 , -SR 6 \ -NR^OkR 82 . -SfO^NR^R 62 , -SCOJNR^R 62 , -S(0)R 6 \ -StOfeR 81 , 
5 -CfOJNR^R 82 , -OCCONR^R 62 , -NR 81 C(0)R 82 , -CH 2 C(0)NR 81 R 82 , -CH 2 C(0)0R 61 , 
-OCH 2 C(0)NR 81 R 82 , -CH 2 OR 6 \ -CH 2 NR 61 R 82 , -OC(0)R B1 , -C(0)R 81 and -C(0)OR 61 ; or 
C 2 ^-alkenyl and C 2 _e-alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN. -CF 3 , -OCF 3 , -OR 61 , -NR 81 R 62 and C^-alkyt; 
Cs-io-cycloalkyl, C^-cycloalkenyl, heterocyclyl, C^crcycloalkyl-Ci-B-alkylene-, C^o-cyclo- 

1 0 alkyl-Ci^-alkoxy-, C^io-cycloalkyloxy, C^io-cycloalkyl-Ci-e-alkylthio-, C^io-cycloalkylthio, 
C^itrcydoalkyl-C^-alkenylene-, C^to-cycloalkyl-C^alkynylene-, C^^-cycloalke- 
nyl-C^-alkylene-, C^cycloalkenyl-C^-alkenylene-, C^-cycloalkenyl-C^-alkynylene-, 
heterocyclyl-d^-alkylene-, heterocyclyl-C 2 ^-alkenylene-, heterocydyKWalkynylene-; or 
aryl, aryloxy, aryloxycarbonyl, aroyl, aryl-C^-alkoxy-, aryl-d-e-alkylene-, 

15 aryl-Q^e-alkenylene-, aryl-C2-6-alkynylene-, heteroaryl, heteroaryl-C^ralkylene-, 

heteroaryl-C^e-alkenylene- and heteroaryl-C 2 ^-alkynylene-, of which the aryl and heteroaryl 
moieties optionally may be substituted with one or more substituents selected from halogen, 
-C(0)OR 61 , -CN, -CF 3 , -OCF3, -N0 2 , -OR 81 , -NR 61 R 82 or C lJ6 -alkyl, wherein 

R 61 and R 82 independently of each other are hydrogen, Chalky!. Ci^-alkyl-arylene-, 

20 Ci^-alkyl-heteroarylene-, aryl-C^-alkylene-, heteroaryl-Ci-e-alkylene-, heteroaryl, or 

aryl; 
or 

R 61 and R 82 , when attached to the same nitrogen atom, together with the said 

nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
25 one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 

optionally containing one or two double bonds. 
Embodiment 122: A compound according to embodiment 121, wherein 

R 58 , R 57 , R 58 , R 59 , and R 60 independently of each other are 

halogen, -CN, -N0 2 , C^alkyl, -CHF 2f -CF 3 , -OR 61 , -NR 61 R 82 , -SR 81 , -NR 61 S(0) 2 R 62 , 
30 -S(0) 2 NR 61 R 62 . -SfONR^R 82 , -S(0)R 61 , -S(0) 2 R 81 , -C(0)NR 61 R 62 , -0C(0)NR 61 R 82 , 
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-NR^CfOJR 62 , -CHaCfOJNR^R 62 , -CH 2 C(0)OR 61 , -OCHjCfOJNR^R 62 , -CH 2 OR 61 , 
-CH 2 NR 61 R 62 , and -C(0)OR 61 ; or 

CW-alkenyl and C^-alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3 , -OCF 3 , -OR 61 , -NR 61 R 62 and C^-alkyl, 
5 wherein 

R 61 and R 62 independently of each other are hydrogen, d-e-alkyl, 
d*-alkyl-arylene-, d-e-alkyl-heteroarylene-, aryl-d^-alkylene-, 
heteroaryl-d-e-alkylene-, heteroaryl, oraryl; 
or 

1 0 R 61 and R 62 , when attached to the same nitrogen atom, together with the 

said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
and sulfur, and optionally containing one or two double bonds. 
Embodiment 123: A compound according to embodiment 121 or embodiment 122, wherein 
15 R 24 or R 25 is -OR 61 . 

Embodiment 124: A compound according to embodiment 122, wherein 

R 61 and R 62 independently of each other are hydrogen, or d-e-alkyl. 
d^-alkyl-C^o-arylene-, d-e-altyl-Ca-io-heteroarylene-, C3-io-aryl-Ci-6-alkylene- t 
C^.io-heteroar^-d-6-alkyIene-, d-io-heteroaryl, or C3.io-aryl. 
20 Embodiment 125: A compound according to embodiment 124, wherein 

R 61 and R 62 independently of each other are hydrogen or d-e-alkyl. 
Embodiment 126: A compound according to embodiment 125, wherein 
R 61 is hydrogen. 

Embodiment 127: A compound according to embodiment 125 or embodiment 126; wherein 
25 R 62 is hydrogen. 

Embodiment 128: A compound according to any of embodiments 121 to 127, wherein 

at least one of R 56 , R 57 , R 58 , R 59 , and R 60 are hydrogen. 
Embodiment 129: A compound according to embodiment 128, wherein 
at least two of R 23 , R 24 , R 25 , and R 28 are hydrogen. 
30 Embodiment 1 30: A compound according to embodiment 1 29, wherein 
at least three of R 23 , R 24 , R 25 , and R 26 are hydrogen. 
Embodiment 131: A compound according to any of embodiments 1 to 130, wherein 
L 2 is a direct bond, d-e-alkylene, C 2 ^-alkenylene, d*-alkynylene, -N-R 20 -, 
-Ci^-alkylene-N(R 20 )-, -C^e-alkenylene-tsKR 20 )-, or -C^alkynylene-NfR 20 )-, wherein 
35 R 20 is as defined for embodiment 1 . 
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Embodiment 132: A compound according to any of embodiments 1 to 127, wherein 

L 2 is -N-R 20 -, -alkylene-NKR 20 )-, -alkenylene-NfR 20 )-, or -alkynylene-NfR 20 )-, wherein 
R 20 is as defined for embodiment 1. 
Embodiment 133: A compound according to embodiment 131 or embodiment 132, wherein 
5 L 2 is -N-R 20 -, -C^lkylene-NfR 20 )-, -C^alkenylene-NfR 20 )-, or 

^-e-alkynylene-NKR 20 )-. wherein 

R 20 is as defined for embodiment 1 . 
Embodiment 134: A compound according to embodiment 133, wherein 
L 2 is -N-R 20 -, wherein 
10 R 20 is as defined for embodiment 1 . 

Embodiment 135: A compound according to embodiment 131, wherein 
L 2 is a direct bond. 

Embodiment 136: A compound according to any of embodiments 1 to 134, wherein 
R 20 is hydrogen, or 

15 R 20 is Ci-e-alkyI, C^e-alkenyl, C 2 ^-alkynyl, Cs-io-cycloalkyl-W 3 -, 

C3-to-heterocyclyl-W 3 -, Qj-io-aryl-W 3 -, or C^o-heteroaryl-W 3 -, optionally substituted 
with one or more substituents R 30 , R 31 , and R 32 , wherein 

W 3 , R 30 , R 31 , and R 32 are as defined for embodiment 1. 
Embodiment 137: A compound according to embodiment 136, wherein 
20 W 3 is alkylene. 

Embodiment 138: A compound according to embodiment 137, wherein 

W 3 is C2-e-alkylene. 
Embodiment 139: A compound according to embodiment 136, wherein 
W 3 is a direct bond. 

25 Embodiment 140: A compound according to any of embodiments 1 to 134, wherein 

R 20 is hydrogen, alkyl, alkenyt, or alkynyl, optionally substituted with one or more 
substituents R 30 , R 31 , and R 32 wherein 

R 30 , R 31 , and R 32 are as defined for embodiment 1 . 
Embodiment 141: A compound according to any of embodiments 136 to 140, wherein 
30 R 20 is hydrogen, or 

R 20 is C^-alkyl, Ci^-alkenyl, or C^-alkynyl, optionally substituted with one or more 
substituents R 30 , R 31 , and R 32 , wherein 

R 30 , R 31 , and R 32 are as defined for embodiment 1. 
Embodiment 142: A compound according to any of embodiments 1 to 141, wherein 
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R 30 , R 31 , and R 32 independently of each other are selected from -CHF 2 , -CF 3 , -OCF 3l 
-OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2f -SfOkCF* -SCF 3 , -OR 52 , -NR^R 53 , -SRg* 
-NR^OkR 53 , -SfOfeNR^R 53 , -S^NR^R 53 , -SfOJR 52 , -SfOfcR 52 , -CPJNR^R 53 , 
-OCfOJNR^R 53 , -NR^CfOJR 53 , -CH^OJNR^R 53 , -OCHAOJNR^R 53 , -CHzOR 52 , 
5 -CH 2 NR 52 R 53 , -OCfOJR 52 , -CCOJR^and -CfOJOR 52 . wherein 

R 52 and R 53 are as defined for embodiment 1. 
Embodiment 143: A compound according to embodiment 142, wherein 

R 52 and R 53 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
1 0 one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 

optionally containing one or two double bonds. 
Embodiment 144: A compound according to any of embodiments 1 to 142, wherein 

R 52 and R 53 independently of each other are hydrogen, C^-alkyl, aryl-d^-alkylene- 
heteroaryl-CWalkylene- heteroaryl, or aryl. 
15 Embodiment 145: A compound according to embodiment 144, wherein 

R 52 and R 53 independently of each other are hydrogen, C^-alkyl, 
aryl-Ci.6-alkylene-or aryl. 
Embodiment 146: A compound according to embodiment 145, wherein 

R 52 and R 53 independently of each other are hydrogen or C^-alkyl. 
20 Embodiment 147: A compound according to embodiment 146, wherein 
R 52 is hydrogen. 

Embodiment 148: A compound according to embodiment 146 or embodiment 147, wherein 
R 53 is hydrogen. 

Embodiment 149: A compound according to embodiment 141, wherein 
25 R 20 is hydrogen. 

Embodiment 150: A compound according to any of embodiments 1 to 149, wherein 
L 3 is -C(O)-. 

Embodiment 151: A compound according to any of embodiments 1 to 150, wherein 
R 1 is hydrogen, or 

30 R 1 is C^-alkyl, (Walkenyl, C^e-alkynyl, C^o-cycloalkyl-W 4 -, Ca-io-heterocyclyl-W 4 -, 

C^io-aryl-W 4 -, or C^io-heteroaryl-W 4 -, optionally substituted with one or more 
substituents R 33 , R 34 , and R 35 . wherein 

W 4 , R 33 , R 34 , and R 35 are as defined for embodiment 1. 
Embodiment 1 52: A compound according to embodiment 151, wherein 
35 W 4 is alkylene. 
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Embodiment 153: A compound according to embodiment 152 t wherein 

W 4 is (^-alkylene. 
Embodiment 154: A compound according to embodiment 151 , wherein 

W 4 is a direct bond. 

Embodiment 155: A compound according to any of embodiments 1 to 150, wherein 

R 1 is hydrogen, alkyl, alkenyl, or alkynyl, optionally substituted with one or more 
substituents R 33 , R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined for embodiment 1. 
Embodiment 156: A compound according to any of embodiments 151 to 155, wherein 

R 1 is hydrogen, C^-alkyl, C 2 ^alkenyl, or C*e-aUcynyl, optionally substituted with one 
or more substituents R 33 , R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined for embodiment 1. 
Embodiment 1 57: A compound according to embodiment 1 56, wherein 

R 1 is hydrogen or C^-alkyl optionally substituted with one or more substituents R 33 , 
R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined for embodiment 1 . 
Embodiment 158: A compound according to any of embodiments 1 to 157, wherein 

R 33 , R 34 , and R 35 independently of each other are selected from -CHF 2 , -CF 3 , -OCF 3l 
-OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -S(0) 2 CF 3 , -SCF 3 . -OR 52 , -NR^R 83 , -SRs 2 , 
^NR^S^R 53 , -SpfeNR^R 53 , -S(0)NR 52 R* -S(0)R 52 , -S(0) 2 R 52 , -CCOJNR^R 53 , 
-OCfOJNR^R 53 , -NR^CfOJR 53 , -CHAOJNR^R 53 , -OCH.CCOJNR^R 53 , -CH.OR 52 , 
-CH.NR^R 53 , -OC(0)R 52 , -C^R^and -C(0)OR 52 , wherein 
R 52 and R 53 are as defined for embodiment 1. 
Embodiment 159: A compound according to embodiment 157, wherein 

R 52 and R 53 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds. 
Embodiment 160: A compound according to embodiment 157, wherein 

R 52 and R 53 independently of each other are hydrogen, C^alkyl. aryl-CWaikylene- 
heteroaryJ-C 1 . 6 -alkylene- heteroaryl, or aryl. 
Embodiment 161: A compound according to embodiment 160, wherein 

R 52 and R 53 independently of each other are hydrogen, C^-alkyl. 
aryl-C^-alkylene-or aryl. 
Embodiment 162: A compound according to embodiment 161, wherein 
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R 52 and R 53 independently of each other are hydrogen or d-e-alkyl. 
Embodiment 163: A compound according to embodiment 162, wherein 
R 52 is hydrogen. 

Embodiment 164: A compound according to embodiment 162 or embodiment 163, wherein 
5 R 53 is hydrogen. 

Embodiment 165: A compound according to embodiment 1 57, wherein 
R 1 is hydrogen. 

Embodiment 166: A compound according to any of embodiments 1 to 165, wherein 
G 2 is heteroaryl, fused heterocyclylheteroaryi, or fused cydoalkylheteroaryl, 
10 optionally substituted with one or more substituents R 43 , R 44 , and R 45 , wherein said 

heteroaryl group posesses a nitrogen atom adjacent to the atom joining G 2 with 
-N(R 1 )-, and wherein 

R 43 , R 44 , and R 45 are as defined for embodiment 1. 
Embodiment 167: A compound according to embodiment 166, wherein 
15 G 2 is heteroaryl optionally substituted with one or more substituents R 43 , R 44 , and 

R 45 , wherein said heteroaryl group posesses a nitrogen atom adjacent to the atom 
joining G 2 with -N(R 1 )-, and wherein 

R 43 , R 44 , and R 45 are as defined for embodiment 1. 
Embodiment 168: A compound according to embodiment 167, wherein 
20 G 2 is furanyl, thienyl, thiophenyl, pyrrolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, 

thiazolyl, oxazolyl, isoxazolyL oxadiazolyl, thiadiazolyl, isothiazolyl, pyridinyl, 
pyridazinyl, pyrazinyl, pyrimidinyl, quinoiinyl, isoquinolinyl, benzofuranyl, 
benzothiophenyl, indolyl, or indazolyl, optionally substituted with one or more 
substituents R 43 , R 44 , and R 45 , wherein 
25 R*\ R 44 , and R 45 are as defined for embodiment 1 . 

Embodiment 169: A compound according to any of embodiments 1 to 168, wherein 
R 43 , R 44 , and R 45 independently of each other are selected from 
halogen, -CN, -N0 2 , C^-alkyl, -CHF 2t -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3f 
-OCF 2 CHF 2 , -S(0) 2 CF 3 , -SCF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR 54 S(0) 2 R 55 , 
30 -S(0) 2 NR 54 R 55 , -SCOJNR^R 55 , -SfOJR 54 , -SfO^R 54 , -CfOJNR^R 65 , -OCfOJNR^R 55 , 

-NR^CfOJR 55 , -CH 2 C(0)NR 54 R 55 , -CHzCfOJOR 54 , -OCH^CONR^R 55 , -C^OR 54 , 
-CHzNR^R 55 , -OC(0)R 54 , -CfOJR^and -CfOJOR 54 , wherein 
R 54 and R 55 are as defined for embodiment 1. 
Embodiment 170: A compound according to embodiment 169, wherein 
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R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds, and optionally substituted with one or 
5 more d-e-alkyl groups. 

Embodiment 171 : A compound according to embodiment 170, wherein 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
10 optionally containing one or two double bonds. 

Embodiment 172: A compound according to embodiment 169, wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, aryl-d^alkylene- 
or aryl. 

Embodiment 173: A compound according to embodiment 1 72, wherein 
15 R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 

Cs-io-aryl-Ci-e-alkylene- or C^o-aryl. 
Embodiment 174: A compound according to embodiment 173, wherein 

R 54 and R 55 independently of each other are hydrogen or C^-alkyl. 
Embodiment 175: A compound according to embodiment 174, wherein 
20 R 54 is hydrogen. 

Embodiment 176: A compound according to embodiment 174 or embodiment 175, wherein 
R 65 is hydrogen. 

Embodiment 177: A compound according to embodiment 1 69, wherein 

R 54 and R 55 independently of each other are hydrogen or -(CHR^MCHR 64 )^. 
25 wherein 

u is 1 or 2; 
v is 0, 1 or 2; 

R* 3 and R 64 independently of each other are hydrogen, C^-alkyl, 
Ci-e-alkyl-Cs-io-arylene- C^o-aryl, hydroxy, hydroxy-C^-alkyl, amino, or 
30 amino-C^-alkyl; 

Z is hydrogen, -C-O-R 65 , -CfOP-R 65 , -CONR^R 68 , C^-alkylamino, or 
difC^alkylJ-amino, wherein 

R 65 and R 66 independently of each other is hydrogen or C^alkyl; 

or 
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Z is a five or six membered ring wherein at least one ring atom is nitrogen 
and the remaining ring atoms are either carbon or oxygen. 
Embodiment 178: A compound according to embodiment 177, wherein 
uis 1; and 
5 visO.oM. 

Embodiment 179: A compound according to embodiment 177 or embodiment 178, wherein 
R 63 and R 64 independently of each other are hydrogen, C^alkyl, hydroxy, 
hydroxy-Ci-e-alkyl, amino, or amino-C^alkyl. 
Embodiment 180: A compound according to any of embodiments 177 to 179, wherein 
10 Z is -C-O-R 65 , or -CfOJO-R 85 , wherein 



Embodiment 181: A compound according to any of embodiments 177 to 179, wherein 

Z is a five or six membered ring where at least one ring atom is nitrogen and the 
remaining ring atoms are either carbon or oxygen. 
15 Embodiment 182: A compound according to embodiment 181, wherein 

Z is a five or six membered ring wherein at least one ring atom is nitrogen, one ring 
atom is oxygen and the remaining ring atoms are carbon. 
Embodiment 183: A compound according to embodiment 181, wherein 

Z is a five or six membered ring wherein at least one ring atom is nitrogen, and the 
20 remaining ring atoms are carbon. 

Embodiment 184: A compound according to any of embodiments 181 to 183, wherein 

Z is a five or six membered ring wherein one ring atom is nitrogen. 
Embodiment 185: A compound according to any of embodiments 181 to 184, wherein 

a nitrogen atom is the point of attachment of the Z group to the -(CHR^VfCHR 64 ^- 
25 group. 

Embodiment 186: A compound according to any of embodiments 177 to 185, wherein 
R 55 is hydrogen. 

Embodiment 187: A compound according to any of embodiments 166 to 169, wherein 
G 2 is substituted with a substituent R 43 , wherein 



R 65 and R 66 independently of each other is hydrogen or C^-alkyl. 



30 



R 43 is halogen, -CN, -N0 2 . C^alkyl, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2( 
-OCH 2 CF 3 , -OCF 2 CHF 2 , -S(0) 2 CF 3 , -SCF 3 , -OR 54 , -NR^R 55 , -SR 54 , 
-NR^SfOfeR 55 , -SfOfeNR^R 55 , -S(0)NR 54 R 55 , -SfOJR 54 , -SfOJzR 54 , 
-CfOJNR^R 55 , -OCHOJNR^R 55 , -NR^CfOR 55 , -CHAOJNR^R 55 , 



35 



-CH^OOR 54 , -OCHAOJNR^R 55 , -CHjOR 54 , -CH^R^R 55 , -OqOJR 54 , 
-CfCOR^or -CfCOOR 54 , wherein 
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R 54 and R 55 are as defined for embodiment 1. 
Embodiment 188: A compound according to embodiment 187, wherein 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
5 one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 

optionally containing one or two double bonds, and optionally substituted with one or 
more C^-alkyl groups. 
Embodiment 189: A compound according to embodiment 188, wherein 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
1 0 nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 

one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds. 
Embodiment 190: A compound according to embodiment 187, wherein 

R 54 and R 55 independently of each other are hydrogen, Ci^-alkyl» aryl-Cve-alkylene- 
15 oraryl. 

Embodiment 191: A compound according to embodiment 190, wherein 

R 54 and R 55 independently of each other are hydrogen, d-e-alkyl, 
C3-io-aryl-Ci.e-alkylene- or C3-io-aryt. 
Embodiment 192: A compound according to embodiment 191, wherein 
20 R 54 and R 55 independently of each other are hydrogen or Ci-e-alkyl. 

Embodiment 193: A compound according to embodiment 192, wherein 
R 54 is hydrogen. 

Embodiment 194: A compound according to embodiment 192 or embodiment 193, wherein 
R 55 is hydrogen. 

25 Embodiment 195: A compound according to embodiment 187, wherein 

R 54 and R 55 independently of each other are hydrogen or -(CHR^MCHR 64 )^, 
wherein 

u is 1 or 2; 
v is 0, 1 or 2; 

30 R 63 and R 64 independently of each other are hydrogen, C^-alkyl, 

Ci^-alkyl-C^io-arylene- C^io-aryl, hydroxy, hydroxy-d-e-alkyl. amino, or 
amino-C^-alkyl; 

Z is hydrogen, -C-O-R 65 , -CfOJO-R 65 , -CONR^R 66 , Ci*-alkylamino, or 
dKC^-alkyl^amino, wherein 
35 R 65 and R 68 independently of each other is hydrogen or C^-alkyl; 
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or 

Z is a five or six membered ring wherein at least one ring atom is nitrogen 
and the remaining ring atoms are either carbon or oxygen. 
Embodiment 196: A compound according to embodiment 195, wherein 
5 uis1;and 
vis 0, or 1. 

Embodiment 197: A compound according to embodiment 195 or embodiment 196, wherein 
R 63 and R 84 independently of each other are hydrogen, d-e-alkyl, hydroxy, 
hydroxy-C n ^-alkyl ( amino, or amino-C 1<6 -aIkyl. 
10 Embodiment 198: A compound according to any of embodiments 195 to 197, wherein 
Z is -C-O-R 65 , or -CfCOO-R 65 , wherein 

R 65 and R 66 independently of each other is hydrogen or d^alkyl. 
Embodiment 199: A compound according to any of embodiments 195 to 197, wherein 

Z is a five or six membered ring where at least one ring atom is nitrogen and the 
1 5 remaining ring atoms are either carbon or oxygen. 

Embodiment 200: A compound according to embodiment 199, wherein 

Z is a five or six membered ring wherein at least one ring atom is nitrogen, one ring 
atom is oxygen and the remaining ring atoms are carbon. 
Embodiment 201: A compound according to embodiment 199, wherein 
20 Z is a five or six membered ring wherein at least one ring atom is nitrogen, and the 

remaining ring atoms are carbon. 
Embodiment 202: A compound according to any of embodiments 199 to 201 , wherein 

Z is a five or six membered ring wherein one ring atom is nitrogen. 
Embodiment 203: A compound according to any of embodiments 199 to 202, wherein 
25 a nitrogen atom is the point of attachment of the Z group to the -(CHR^MCHR 64 ^- 

group. 

Embodiment 204: A compound according to any of embodiments 195 to 203, wherein 
R 55 is hydrogen. 

Embodiment 205: A compound according to embodiment 187, wherein 
30 R 43 is -CH 2 C(0)OR 54 , wherein 

R 54 is as defined for embodiment 1. 
Embodiment 206: A compound according to embodiment 205, wherein 

R 54 is hydrogen, C^alkyl, aryl-C^alkylene- or aryl. 
Embodiment 207: A compound according to embodiment 206, wherein 
35 R 54 is hydrogen, C^-alkyl, C^io-aryl-C^-alkylene- or C^io-aryl. 
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Embodiment 208: A compound according to embodiment 207, wherein 

R 54 is hydrogen or d^alkyl. 
Embodiment 209: A compound according to embodiment 208, wherein 

R 54 is hydrogen. 

Embodiment 210: A compound according to any of embodiments 187 to 209, wherein 

R 43 is attached to the atom adjacent to the nitrogen atom adjacent to to the atom 
joining G 2 with -N(R 1 )-. 

Embodiment 21 1 : A compound according to any of embodiments 166 to 210, wherein 

G 2 is 




, wherein 



R 43 , R 44 , and R 45 independently of each other are hydrogen or as defined for 
embodiment! 

Embodiment 212: A compound according to embodiment 21 1 , wherein 
G 2 is 




, wherein 



R 43 , R 44 , and R 45 independently of each other are hydrogen or as defined for 
embodiment 1. 

Embodiment 213: A compound according to embodiment 21 1 or embodiment 212, wherein 
R 43 , R 44 , and R 45 independently of each other are selected from hydrogen, halogen, 
-CN, -N0 2 , C^-alkyl, -CHF 2 , -CF 3 . -OCF 3 , -OCHF 2 , -OCH 2 CF 3 . -OCF 2 CHF 2l 
-S(0) 2 CF 3i -SCF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR^SfOfeR 55 , -SfO^NR^R 55 , 
-SfOJNR^R 55 , -SfOJR 54 , -SfOfeR 54 , -CfOJNR^R 55 , -OCfONR^R 55 , .NR 54 C(0)R 55 , 
-CHAOJNR^R 55 , -CHsCfOJOR 54 , -OChfeCCOJNR^R 55 , -ChfeOR 54 , -ChfeNR^R 55 , 
-OCfOJR 54 , -CfOJR^and -CfOpR 54 , wherein 

R 54 and R 55 are as defined for embodiment 1. 

Embodiment 214: A compound according to embodiment 213, wherein 

R 43 is halogen, -CN, -N0 2 , C^-alkyl, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , 
-OCF 2 CHF 2 , -S(Q) 2 CF 3 , -SCF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR^SfO^R 55 , 
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-SfOfeNR^R 55 , -SfONR^R 55 , -SfOJR 54 , -StOfcR 54 . -CfOJNR^R 55 , -OCfOJNR^R 55 , 
-NR^CfOJR 55 . -CH^OJNR^R 55 , -ChfeCfOpR 54 , OCH 2 C(0)NR 54 R 55 ? -CH2OR 54 , 
-CH 2 NR 54 R 55 , -OCfOJR 54 , -CfOJR 54 or -CfOJOR 54 , wherein 
R 54 and R 55 are as defined for embodiment 1 . 
5 Embodiment 215: A compound according to embodiment 213 or 214, wherein 

R 43 is -CtOJOR 54 , -CH^OOR 54 . -CfOJNR^R 55 , or -CHAOJNR^R 55 , wherein 
R 54 and R 55 are as defined for embodiment 1 . 
Embodiment 216: A compound according to embodiment 214 or 215, wherein 
R 44 is alkyl or hydrogen. 
1 0 Embodiment 217: A compound according to embodiment 216, whereinR 44 is 

Ci^-alkyl or hydrogen. 
Embodiment 218: A compound according to embodiment 217, wherein 
R 44 is hydrogen. 

Embodiment 21 9: A compound according to embodiment 21 3, wherein 
15 R 44 is halogen, -CN, -N0 2 , C^-alkyl, -CHF 2l -CF 3 , -OCF 3 , -OCHF 2> -OCH 2 CF 3 , 

-OCF 2 CHF 2 , -S(0) 2 CF 3 .-SCF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR^O^R 55 , 
-SfO^NR^R 55 , -SfOJNR^R 55 , -SfOJR 54 , -S(0) 2 R 54 , -C(0)NR 54 R 55 , -OCfOJNR^R 55 , 
-NR^COR 55 , -CH^CONR^R 55 , -O^CfCOOR 54 , -OCH^OJNR^R 55 , -CHsOR 54 , 
-CH 2 NR 54 R 55 , -OCfOJR 54 , ^(OJR 54 or -CPJOR 54 , wherein 
20 R 54 and R 55 are as defined for embodiment 1 . 

Embodiment 220: A compound according to embodiment 213 or embodiment 219, wherein 
R 44 is -CfOJOR 54 , -CHzCfOJOR 54 , -CfOJNR^R 55 , or -CH^OJNR^R 55 , wherein 
R 54 and R 55 are as defined for embodiment 1. 
Embodiment 221: A compound according to embodiment 219 or 220, wherein 
25 R 43 is alkyl or hydrogen. 

Embodiment 222: A compound according to embodiment 221 , wherein 

R 43 is Cn-e-alkyl or hydrogen. 
Embodiment 223: A compound according to embodiment 222, wherein 
R 43 is hydrogen. 

30 Embodiment 224: A compound according to any of embodiments 21 1 to 223, wherein 
R 45 is hydrogen. 

Embodiment 225: A compound according to any of embodiments 21 1 to 224, wherein 
R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
35 one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
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optionally containing one or two double bonds, and optionally substituted with one or 

more Ci-e-alkyI groups. 
Embodiment 226: A compound according to embodiment 225, wherein 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
5 nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 

one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 

optionally containing one or two double bonds. 
Embodiment 227: A compound according to any of embodiments 21 1 to 224, wherein 

R 54 and R 55 independently of each other are hydrogen, Ci^-alkyl, aryl-d^alkylene- 
10 oraryl. 

Embodiment 228: A compound according to any of embodiments 21 1 to 224, wherein 

R 54 and R 55 independently of each other are hydrogen, Ci^-alkyl, aryl-Ci.e-alkylene- 
or aryl. 

Embodiment 229: A compound according to embodiment 228, wherein 
1 5 R 54 and R 55 independently of each other are hydrogen or d^-alkyl. 

Embodiment 230: A compound according to embodiment 229, wherein 
R 54 is hydrogen. 

Embodiment 231: A compound according to any of embodiments 21 1 to 230, wherein 
R 56 is hydrogen. 

20 Embodiment 232: A compound according to any of embodiments 21 1 to 224, wherein 
R 54 and R 55 independently of each other are hydrogen or -{CHR^MCHR 64 )^, 
wherein 

u is 1 or 2; 
v is 0, 1 or 2; 

25 R 63 and R 64 independently of each other are hydrogen, Ci-e-alkyI, 

d-e-alkyl-C^o-arylene- C^o-aryl, hydroxy, hydroxy-Ci-e-alkyl, amino, or 
amino-Ci^-alkyl; 

Z is hydrogen, -C-O-R 65 , -CfOJO-R 65 , -CONR^R 66 , d^-alkylamino, or 
di(Ci^-alkyl)-amino, wherein 
30 R 65 and R 68 independently of each other is hydrogen or C^-alkyl; 

or 

Z is a five or six membered ring wherein at least one ring atom is nitrogen 
and the remaining ring atoms are either carbon or oxygen. 
Embodiment 233: A compound according to embodiment 232, wherein 
35 uis1;and 
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vfeO, or 1. 

Embodiment 234: A compound according to embodiment 232 or embodiment 233, wherein 
R 83 and R 64 independently of each other are hydrogen, CWalkyl, hydroxy, 
hydroxy-Ci^alkyl, amino, or amino-d-e-alkyl. 
5 Embodiment 235: A compound according to any of embodiments 232 to 234, wherein 
Z is -C-O-R 65 , or -CfOJO-R 65 , wherein 

R 65 and R 68 independently of each other is hydrogen or d^-alkyl. 
Embodiment 236: A compound according to any of embodiments 232 to 234, wherein 

Z is a five or six membered ring where at least one ring atom is nitrogen and the 
1 0 remaining ring atoms are either carbon or oxygen. 

Embodiment 237: A compound according to embodiment 236, wherein 

Z is a five or six membered ring wherein at least one ring atom is nitrogen, one ring 
atom is oxygen and the remaining ring atoms are carbon. 
Embodiment 238: A compound according to embodiment 236, wherein 
15 Z is a five or six membered ring wherein at least one ring atom is nitrogen, and the 

remaining ring atoms are carbon. 
Embodiment 239: A compound according to any of embodiments 236 to 238, wherein 

Z is a five or six membered ring wherein one ring atom is nitrogen. 
Embodiment 240: A compound according to any of embodiments 236 to 239, wherein 
20 a nitrogen atom is the point of attachment of the Z group to the -(CHR 63 ) u -(CHR 64 ) y - 

group. 

Embodiment 241: A compound according to any of embodiments 195 to 240, wherein 
R 55 is hydrogen. 

Embodiment 242: A compound according to embodiment 213, wherein 
25 R 44 is hydrogen. 

Embodiment 243: A compound according to embodiment 213 or embodiment 242, wherein 
R 43 is hydrogen. 

Embodiment 244: A compound according to embodiment 242 or embodiment 243, wherein 
R 45 is hydrogen. 

30 Embodiment 245: A compound according to embodiment 1 , which is, 
N-(2-phenoxyphenylVN-(thiazol-2-yl)urea f 

N«[2-(2,3-dimethoxyphenoxy)-5-fIuorophenyll-N , -(thi2ol-2-yl)sulfamide, 

1- (2-phenoxyphenyl)-5-(thiazol-2-yl)biuret, 

2- t([[(2-phenoxyanilino)sulfonyllamino]carbonyl)amino]thiazole > 
35 N-(2-phenylsulfanylphenyl)-N'-(thiazol-2-yl)urea, 



WO 2004/002481 



61 



PCT/DK2003/000449 



N^-phenylsulfonylphenylJ-N-tthiazol^-ylJurea, 
N^-benzylphenylVN-^iazol^-ylJurea, 
N-(2-benzoyiphenyl)-N , -(thiazol-2-yl)urea l 
N-P-CphenylaminoJphenyll-N'^thiazol-a-ylJurea, 
5 N^2-fluoro^4-methoxyphenoxy)benzy0-N , -(thiazol-2-yl)urea l 
N-(2-benzyloxyphenyl)-N-(thiazol-2-yl)urea t 
N42^2,3Atrimethoxybenzyloxy)phenyq4^XthiazoI-2-yl)urea l 
N^-ethoxyphenylJ-N'-tthiazo^ylJurea, 
N-(2-phenoxyphenyl)-N-(pyridin-2-yI)urea, 

1 0 N^2i>henoxyphenyl)-N , -[(4-methoxycarbonylmethyt)thiazo(-2-y0ure^ 
N-methyl-N-(2-phenoxyphenyl)-N , -(thiazol-2-yl)urea l 
N-isopropy1-N-(2-phenoxyphenyl)-N-(thiazol-2-yl)urea f 
N-[2-<4-methoxyphenoxy)phenyl)-N , -(thiazol-2-yl)urea l 
N-[2-{4-fluorophenoxy)phenyl]-N , -(thiazol-2-yl)urea, 

1 5 N-[2-(4-chlorophenoxy)phenyl]-N'-(thiazol-2-yl)urea f 
N^-^A-cyanophenoxyJphenylj-N-thiazolylurea, 
N42-(4^ethoxycarbonylphenoxy)phenyl]-NXthiazol-2-yl)urea, 
N-p^-isopropylphenoxyJphenylj-N'-Cthiazol^-yOurea, 
N-[2-(3,4-difluorophenoxy)phenyl]-N-(thiazol-2-yl)urea, 

20 N-p^S^ichlorophenoxyJphenylJ-N'-tthiazol^-ylJurea, 

N-p^-chloro-S-methylphenoxyJphenylJ-N'-tthiazol^-ylJurea, 
N-[2-(3,4-dimethoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea, 
N-p-tS.^methytenedioxyphenoxyJphenyO-NHthiazol^-yOurea, 
N-p^.+KlichlorophenoxyJphenyO-N-Ohiazol^-ylJurea, 

25 N-[2-(2,4-difluorophenoxy)phenyl]-N-(thiazol-2-y!)urea, 

N-[2-(4-fluon>2-methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea, 
N-[2H4^ethoxy-2-methoxycarbonylphenoxy)phenyO-N , -(thiazol-2-yl)urea t 
N-[2-(3-methoxyphenoxy)phenyl]-N-(thiazoI-2-yl)urea f 
N-[2-(3-fluorophenoxy)phenyl]-NXthiazol-2-yl)urea t 

30 N-[2^3-trifluoromethy!phenoxy)phenyll-N , -(thiazoI-2-yl)urea ( 
N-[2-(2-methy!phenoxy)phenyl]-N , -(thiazol-2-yl)urea t 
N-p^-methoxyphenoxyJphenylJ-N-Cthiazol^-ylJurea, 
N-[2-(2-isopropoxyphenoxy)pheny0-N , -(thiazol-2-yl)urea, 
N-[2-(2-fluorophenoxy)phenyl]-N , -(thiazol-2-yl)urea f 

35 N-[2-(2-methylsulfanyIphenoxy)phenyl]-N'-(thiazol-2-yl)urea f 
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N-P-iZ-methylsutfonylphenoxyJphenylJ-N'-thiazolylurea, 
N-[2^2-trifluoromethylphen^ 

N-[2^2 l 6-dimethoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea > 
N-[2K2,6-difluorophenoxy)ph6nyl]-N , -(thiazol-2-yl)urea > 
5 N-[2^2-fluoro-6^ethoxyphenoxy)phenyipN-(thiazd-2-yl)urc^ 
N-[2K2^ethoxy-6^thoxyraito^ 
N-[(3-methoxy-2-methoxycart>^ 
N-[2^2 t 3<limethoxyphenoxy)phenyll-N-(thia2ol-2-yl)urea r 
h^p^.a^trichlorophenoxyJphenyll-NXthiazol^-yOurea, 

1 0 N-[2^2,4,6-trifluorophenoxy)pheny0-N , -(thiazol-2-yl)urea, 
N-[2^2,4^ichloronaphth-1-oxy)phenyI]-N , -{thiazol-2-yl)urea > 
N-[2-(2-methoxyphenoxy)-5-(methyls^^^ 
N-[5-cyano-2-(2-methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea f 
N-[5-fluoro-2-(2^ethylsu!fanyIphenoxy)phenyl]-N-thia2olylurea f 

15 N~[54luoro-2-(2-fluoro^Hiietho^ 

N-[2-(2,3^inriethoxyphenoxy)-5-fluorophenyl]-N'(thia20l-2-yl)urea, 
N-p^S^ifluorophenoxyVS-fluorophenyn-N-^hiazol^-yOurea, 
N-[5-fluoro-2-(4-fluorophenoxy)phenyl]-N-(thiazol-2-yl)urea l 
N-[2-(2,4-dichlorophenoxy)-5-fIuorophenyl]-N-(thiazol-2-yl)urea l 

20 N-[5-fluorcH2-(4-methoxyphenoxy)phenyl]-N , -(thiazo!-2-yl)urea f 
N-[5-fluoro-2-(2-methoxyphenoxy)phenyI]-N , -(thiazol-2-yl)urea, 
N-[5-fluoro-2^2-trffluorom 

N-[5-fluoro-2-(naphth-2-oxy)phenyl]-N , -(thiazol-2-yl)urea > 
N-[2-(2,3Klimethoxyphenoxy)-6-fluorophenyI]-N , -(thiazol-2-yl)urea f 
25 N-[2-(4-fluoro-2-methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea, 

N-[2-(2,3^imethoxyphenoxy)-4-fluorophenyQ-N-(thiazo!-2-yl)urea, 
N-[4-fluoro-2-(24luoro^methox^^ 

N-[2-(2-fluor<>^methoxyphenoxy)^methoxyphenyl]-N , -(thiazoN2-y!)urea, 
N-[3-fluoro-2^2-fluor(>^methoxypheno)cy)phenyn-N , -(thiazol-2-yl)urea t 
30 N-[2-(2 ( 3Hiimethoxyphenoxy)-5-methoxyphenyll-N , -thiazoI-2-ylurea l 
N-[2-(2,3^imethoxyphenoxy)^me^ 

N-[2-(2 f 3<limethoxyphenoxy)-3-methylphenyl]-N , -(thiazol-2-yl)urea f 
N-[2-(2-(^lorophenoxy)-5-chlorophenyI]-N , -(thiazol-2-yl)urea t 
N-[5-chlor(>2-(4-chloro-3«mettiylphenoxy)phenyl]-N , -(thiazol-2-yl)urea l 
35 N-[2-(4-chlorophenoxy)-5-(trifluoromethyl)phenyl]-N , -(thiazol-2-yl)urea f 
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N-[4,5Hjffluorch2^2,3^ 

N-[4,5^ichloro-2-(2,3<limeto 

N-[5-chtoii<>-2^2,3^imetho)c^ 

N-[5-chloro-2-(2,3Hiimethoxyphenox^^ 
5 N-^^^ifluorophenoxyJpyridin-S-yO-N'^thiazoI^-yOurea, 

N-[2-(2-fluorophenoxy)pyridin-3-y0-N-[thiazol-2-yl]urea f 

N-[2^2^thoxyphenoxy)pyridin-3-yl]-N-(thiazol-2-yl)urea l 

N-[2-(2,3^imethoxyphenoxy)pyridin-3-y0-N-(thiazol-2--yl)urea f 

N-[4-chlorch2-(2^lorobenzoyl)phenyO-N , >(thiazoI-2-yl)urea, 
1 0 N-[4-chloro-2-(2-fluorobenzoyl)phenyl]-N , -(thiazol-2-yl)urea, 

N-^^^ifluorophenylsulfanyOphenyO-NXthiazol^-ylJurea, 

1-[2-(2-fluorophenylsulfanyl)phenyl]-3-(thiazoI-2-yl)urea l 

N-[2^2K*loro-^fluorophenytsulfanyl)phenyl]-N , -(thiazol-2-yl)urea l 

N-[2-(2 l 3-dichlorophenylsulfanyl)phenyl]-N , -(thiazol-2-yl)urea l 
15 N-p^S.S-dimethylphenylsulfanylJphenyll-N^^hiazol^-yOurea, 

N-[2^2nriethoxycarbonylphenylsulfanyl)pheny0-N , -(thiazol-2-yl)urea ih 

N-[2-(2-methoxyphenylsulfanyl)phenyl]-N , -(thiazol-2-yl)urea > 

N-[2-(2-pyridinylsulfanyl)phenyl]-N , -(thiazol-2-yl)urea f 

N-(2-propyloxyphenyl)-N , -(thiazol-2-yl)urea, 
20 N-(2-buty!oxyphenyI)-N-(thiazol-2-yl)urea > 

N-(2-(cycIopentyloxyphenyl)-N , -(thiazoI-2-yl)urea, 

N-(2-isopropoxyphenyl>-N , -(thiazo!-2-yl)urea, 

N~[2-(2-methylpropoxy)phenyl]-N , -(thiazol-2-yl)urea i 

N-[2-(cyclopentylmethoxy)phenyll-N-(thiazol-2-yl)urea, 
25 N-[2"(3-pentoxy)phenyl]-N'-(thiazol-2-yl)urea t 

N-p^-pentoxyJphenyG-N'-tthiazol^ylJurea, 

N-[2-{2-methoxyethoxy)phenyl]-N , -(thiazol-2-yl)urea, 

(2-[3-(2-benzylphenyl)ureido]thiazol-4-yl)acetic acid, 

(2-[3-(2-benzoyl-4-chlorophenyl)ureido]thiazol-4-yl)acetic acid, 
30 (2-[3-(2-(2-methyiphenoxy)phenyl)ureido]thiazo!-4-yl)aceticacid, 

(2-[3-(2-(4-methoxyphenoxy)-5-(tri^ acid, 

{2-[3-(2-phenoxyphenyl)ureido]thiazo!-4-y}acetic acid, 

2^3-[5-fluorc>2-(2-fluoro^-methoxypheno acid, 
2^3-[2^2,3<limethoxyphenoxy)-5-fluoropheny0ure^^ acid ethyl ester, 

35 (2^3-[2-(2 t 3^imethoxyphenoxy)-5-fluorophenyl]ureido}thiazol-4-yl)acetic acid ethyl ester, 
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(2^3-[5-fluoro-2-(2-fluoro^methox^ acid, 
2^342^2,3^imethoxyphenoxy)-5-fluoroph acid, 
(2^3-[2-(2,3^imethoxyphenoxy)-5-fluorophe^ acid, 
2^3^5-fluoro-2-(2-fluoro^met^ 
5 acid ethyl ester, 

2^3^5-fluoro-2^24luoro^methoxyphen^ 
acid, 

N^thyl-2-(2^3-[5-fluoro-2-(2-fluo^ 
2K2K3^5-fluorcK2^2-fluoro-6-methox^ 
10 ethyl)acetamide, 

2- (2^345-fluoiT>-2-(2«fluoro^meta^ 
ylethyl)acetamide, 
[2-(2^345-fluoro-2-(2-fluoro^-m 
acid methyl ester, 

1 5 2^3-[2-(2,3KJimethoxyphenoxy)-541uoro^ acid (2- 

methoxyethyl)amide, 
[2-(243~[5-fluoro-2-(2-fluorc^ 
acid, 

2^3-[2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]ureido}thiazole^^rboxylic acid ethylamide, 
20 [(2^3-[2-(2,3^imethoxyphenoxy)-5-f^ 
methyl ester, 

(5-{3-[5-fluoro-2-(2-fluorc>£^ acid 
ethyl ester, 

[(2^3^2-(2,3KJimethoxyphenoxy)-5-fluoroph 
25 acid, 

(5-{3-[5-fluoro-2-(2-fluorc>6-mefo^ acid, 
5^3-[2^2,3-dimethoxyphenoxy)-5-fl^ acid 
ethyl ester, 

(5-{3-{2-(2,3-dimethoxyphenoxy)-5-fluorophenyl]ureido}-[1 ,3,4]thiadiazol-2-yI) acetic acid 
30 ethyl ester, 

3- [2-(2^3-[2-(2,3-dimethoxyphenoxy)-5-fIuorophenyl]ureido}thiazol-4- 
yl)acetylamino]propionic acid methyl ester, 
2-(2^3-[2^2,3^imethoxyphenoxy)-5-flu^^ 

ylethyl)acetamide, 
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[(2^3-[5-fIuoro-2-(2-fluorD^me 
acid methyl ester, 

3- [2^2^3-[2^2,3Klimethoxyphenoxy)-5^uorophenyqureido}thiazol^ 
yl)acetylamino]propionic acid, 

5 [(2^3^5-fluoro-2-(2-fluor^ 
acid, 

(R) 3-[(2^3^5-fluoro~2-(2-fluorc^^ 
carbonyl)amino]-2-hydroxy-propionic acid, 
2-[(2H3~[5-fluoro-2-(2-fluoro-6wTiett^ 
1 0 hydroxy-propionic add, 

1 -(2-cyclopentanecarbonyl-4-methyIphenyl)-3-thiazol-2-yl-urea f 

1-(2-isobutyry!-4-methylphenyl)-3-thiazol-2-yl-urea, 

1 -[5-fluoro-2-(3-fnethylbutyryl)phenyl]-3-thiazol-2-yl-urea f 

1- [5-methyl-2-(3-methylbutyryl)phenyI]-3-thiazol-2-yl-urea, 

1 5 [3-cyck>pentanerartx>nyl-4-(3-thiazol-2-yl-ureido)phenyl]acetic acid ethyl ester, 
[3-cydopentanerarbonyl^-(3-thiazol-2-yl-ureido)phenyl]acetic add, 

2- [3-cydopentanec»rbonyl^(3-thiazol-2-yl-ureido)phenyn-N-methylacetamide 
{2-[3-(2-cydopentanecarbonyl-4-methyl-phenyl)-ure^ acid ethyl ester, 
{2-[3-(2-cyclopentanecarbonyl-4-mett^ 

20 {3-cydopentanecart>onyl-4-{3-(4-ethoxycarbonylmefo^^ 
ethyl ester, 

1 - (2-c^clopentanecarbony W-meth^ 

2- [3-(2<ydopentanecarbonyl-4-methylphenyl)-urei^^^ add ethyl ester, 
2-[3-(2Hydopentanecarbonyl^methylphenyl)-ureidol-thiazole-4-carboxylic add, 

25 2-[3-(2KydopentanecarbonyI^methylpheny^ 

2^2-[3-(2Kydopentanecarbonyl-4-methylphenyl)-ure^ 
2-{2-[3-(2-cydopentanerarbonyl-4-methylpheny^ 

4- (2-{2-[3-(2-cyclopentanerarbonyl^methylphenyl^ 
piperazinium chloride, 

30 1 -[4-methyl-2-(2-methylpropoxy)pheny l]-3-thiazol-2-yl-urea, 

{2-[3-(4-methyl-2-[2-methylpropoxy]phenyl>-ureido]-thiazoI-4-yl}-acetic acid, or 
{243^4-methyL2-[2-methylpropoxy]phen^ 

Embodiment 246: A compound according to any of embodiments 1 to 245, which compound 
is an activator of glucokinase, when tested in the Glucokinase Adivation Assay (I) disclosed 
35 herein at a glucose concentration of 2 mM. 
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Embodiment 247: A compound according to any of embodiments 1 to 246, which compound 
is an activator of glucokinase, when tested in the Glucokinase Activation Assay (I) disclosed 
herein at a glucose concentration of from 10 to 15 mM. 

Embodiment 248: A compound according to any of embodiments 1 to 247, which compound, 
5 at a concentration of 30 pM, is capable of providing an at least 1 .5, such as at least 1 .7, for 
instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay (I) 
disclosed herein at a glucose concentration of 2 mM. 

Embodiment 249: A compound according to any of embodiments 1 to 248, which compound, 
at a concentration of 30 pM, is capable of providing an at least 1 .5, such as at least 1 .7, for 

10 instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay (I) 
disclosed herein at a glucose concentration of from 10 to 15 mM. 
Embodiment 250: A compound according to any of embodiments 1 to 249, which at a 
concentration of 5 pM is capable of providing an at least 1 .5, such as at least 1.7, for 
instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay (I) 

1 5 disclosed herein at a glucose concentration of 2 mM. 

Embodiment 251 : A compound according to any of embodiments 1 to 250, which at a 
concentration of 5 pM is capable of providing an at least 1.5, such as at least 1.7, for 
instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay (I) 
disclosed herein at a glucose concentration of from 10 to 15 mM. 

20 Embodiment 252: A glucose kinase activator compound defined as a compound which at a 
compound concentration of at or below 30 pM at a glucose concentration of 2 mM in the 
Glucokinase Activation Assay (I) disclosed herein gives 1.5 - fold higher glucokinase activity 
than measured at a glucose concentration of 2 mM in the Glucokinase Activation Assay (I) 
without compound, where the increase in glucokinase activity provided by the compound 

25 increases with decreasing concentrations of glucose. 

Embodiment 253: A compound according to any of embodiments 1 to 251, which compound 
provides an increase in glucokinase activity, where the increase in glucokinase activity 
provided by the compound increases with decreasing concentrations of glucose. 
Embodiment 254: A compound according to embodiment 252 or embodiment 253, which 

30 provides an increase in glucokinase activity in Glucokinase Activation Assay (I) disclosed 
herein at a glucose concentration of 5 mM, which increase is significantly higher than the 
increase in glucokinase activity provided by the compound in Glucokinase Activation Assay 
(I) disclosed herein at a glucose concentration of 15 mM. 

Embodiment 255: A compound according to any of embodiments 252 to 254, which at a 
35 compound concentration of 10 pM provides an increase in glucokinase activity in 



WO 2004/002481 PCT7DK2003/000449 

67 

Glucokinase Activation Assay (I) disclosed herein at a glucose concentration of 5 mM, which 
increase is significantly higher than the increase in glucokinase activity provided by the 
compound at a compound concentration of 10 pM in Glucokinase Activation Assay (I) 
disclosed herein at a glucose concentration of 15 mM. 
5 Embodiment 256: A compound according to any of embodiments 252 to 255, which at a 
compound concentration of 10 pM provides an increase in glucokinase activity in 
Glucokinase Activation Assay (I) disclosed herein at a glucose concentration of 5 mM, which 
increase is at least 1.1 fold higher, such as at least 1.2 fold higher, for instance at least 1 .3 
fold higher, such as at least 1.4 fold higher, for instance 1.5 fold higher, such as at least 1.6 

10 fold higher, for instance at least 1.7 fold higher, such as at least 1 .8 fold higher, for instance 
at least 1.9 fold higher, such as at least 2.0 fold higher than the increase in glucokinase 
activity provided by the compound at a compound concentration of 10 pM in Glucokinase 
Activation Assay (I) disclosed herein at a glucose concentration of 15 mM. 
Embodiment 257: A glucose kinase activator compound defined as a compound which at a 

15 compound concentration of at or below 30 pM at a glucose concentration of 2 mM in the 
Glucokinase Activation Assay (I) disclosed herein gives 1 .5 - fold higher glucokinase activity 
than measured at a glucose concentration of 2 mM in the Glucokinase Activation Assay (I) 
without compound, which glucose kinase activator compound increases glucose utilization in 
the liver without inducing any increase in insulin secretion in response to glucose. 

20 Embodiment 258: A glucose kinase activator compound defined as a compound which at a 
compound concentration of at or below 30 pM at a glucose concentration of 2 mM in the 
Glucokinase Activation Assay (I) disclosed herein gives 1 .5 - fold higher glucokinase activity 
than measured at a glucose concentration of 2 mM in the Glucokinase Activation Assay (I) 
without compound, which glucokinase activator compound shows a significantly higher 

25 activity in isolated hepatocytes compared to the activity of the glucokinase compound in lns-1 
cells. 

Embodiment 259: A compound according to any of embodiments 1 to 256, which compound 
increases glucose utilization in the liver without inducing any increase in insulin secretion in 
response to glucose. 

30 Embodiment 260: A compound according to any of embodiments 1 to 256, which compound 
shows a significantly higher activity in isolated hepatocytes compared to the activity of the 
compound in lns-1 cells. 

Embodiment 261: A compound according to any of embodiments 257 to 260, which 
compound shows a significantly higher activity in isolated hepatocytes measured as 
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described in the Glucokinase Activity Assay (II) compared to the activity of the compound in 
lns-1 cells measured as described in the Glucokinase Activity Assay (III). 
Embodiment 262: A compound according to embodiment 261, which compound shows an 
activity in isolated hepatocytes measured as described in the Glucokinase Activity Assay (II) 
5 which activity is at least 1.1 fold higher, such as at least 1 .2 fold higher, for instance at least 
1 .3 fold higher, such as at least 14 fold higher, for instance 1.5 fold higher, such as at least 
1.6 fold higher, for instance at least 1.7 fold higher, such as at least 1.8 fold higher, for 
instance at least 1.9 fold higher, such as at least 2.0 fold higher, for instance at least a 3.0 
fold higher, such as at least a 4.0 fold higher, for instance at least 5.0 fold higher, such as at 
. 10 least 10 fold higher than the activity of the compound in lns-1 cells measured as described in 
the Glucokinase Activity Assay (III). 

Embodiment 263: A compound according to embodiment 261 , which compound shows no 
activity in the lns-1 cells measured as described in the Glucokinase Activity Assay (III). 
Embodiment 264: A compound according to any one of embodiments 1 to 263, which is an 
1 5 agent useful for the treatment of an indication selected from the group consisting of 
hyperglycemia, IGT, insulin resistance syndrome, syndrome X, type 2 diabetes, type 1 
diabetes, dyslipidemia, hypertension, and obesity. 

Embodiment 265: A compound according to any one of embodiments 1 to 264 for use as a 
medicament. 

20 Embodiment 266: A compound according to any one of embodiments 1 to 264 for treatment 
of hyperglycemia, for treatment of IGT, for treatment of Syndrome X, for treatment of type 2 
diabetes, for treatment of type 1 diabetes, for treatment of dyslipidemia, for treatment of 
hyperlipidemia, for treatment of hypertension, for treatment of obesity, for lowering of food 
intake, for appetite regulation, for regulating feeding behaviour, or for enhancing the 

25 secretion of enteroincretins, such as GLP-1 . 
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In a further aspect the invention provides in an Embodiment A1 a compound of the general 
formula (I) 



A 1 is selected from the group consisting of arylene, heteroarylene, fused cycloalkylarylene, 
fused heterocyclylarylene, fused cycloalkylheteroarylene, or fused heterocydylheteroarylene; 
optionally substituted with one or more substitutents R 23 , R 24 , R 25 , R 26 , and R 27 , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the group 

consisting of 

halogen, -C(0)OR 2 , -C<0)R 2 , -CN, -CF 3 , -OCF 3 . -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
d-e-alkenyl-Z-, C 2 -e-alkynyl-Z-, aryl-d-e-alkylene-Z-, heteroaryl-C^-alkylene-Z-, 
heterocyclyl-d-e-alkylene-Z-, cycloalkyl-d-6-alkylene-Z-, N(R 4 R 5 )-d-<ralkylene-Z-, 
R^W'-Z-, R 6 -W 1 -d-e-alkylene-Z-, R 6 -W 1 -d-e-arylene-Z-, R 6 -W 1 -heteroarylene-Z-, 
R 6 -W 1 -heterocycly!ene-Z-, R 6 -W 1 -N(R 4 )-Z-, R 6 -N(R 4 )-Z, RW-C^-alkylene-Z-, 
heterocydyl-Z-d-e-alkylene-, heterocyclyl-d^-alk^ene-Z-d-e-alkylene-, 
d-io-cycloalkyl-Z-d-e-alkylene-, C3.i 0 ^cloalkyl-d-6-alkylene-Z-d-6-alkylene-, 
d-io-cycloalkyl-arylene-Z-, heterocyclyl-arylene-Z-, 
d. 10 -cycloalkyl-heteroarylene-Z-, heterocyclyl-heteroarylene-Z-, aryl- 
d-io-cycloalkylene-Z-, aryl-heterocyclylene-Z-, heteroaryl-C3. 10 -cycIoaIkylene-Z-, 
heteroaryl-heterocyclylene-Z-, heterocyclyl-C^o-cycloalkylene-Z-, aryl- 
heteroarylene-Z-, heteroaryl-arylene-Z-, aryl-arylene-Z-, heteroaryt-heteroarylene-Z-, 
wherein any mono- or divalent d-e-alkyt, d-io-cycloalkyl, heterocyclyl, aryl or 
heteroaryl moiety can optionally be substituted with one or more substituents 
independently selected from R 2 , and wherein 




(I) 



R 2 and R 3 independently of each other are hydrogen, halogen, hydroxy, 
-CN, -CF 3 , -OCF3, -N0 2 , -C(0)OH, -NH 2 , d-e-alkyl, d-e-alkoxy, aryloxy, 
R 6 -Z-, aryl-d-e-alkylene-, heteroaryl-d-e-alkylene-, d-e-alkyl-arylene-, 
d-e-alkyl-heteroaryiene-, heteroaryl, or aryl; 



or 
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R 2 and R 3 , when attached to the same nitrogen atom, together with said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
and sulfur, and optionally containing one or two double bonds; 

5 

Z and W 1 independently of each other are a direct bond, -O-, -N(R 7 )-, 
-N(R 7 )C(R 7 R*h -S-, -SO r . -C(0)N(R 7 )-, -N(R 7 )C(0}-, -N(R 7 )C(0)C(R 7 R 8 )-, 
-N(R 7 )CON(R 8 h -N(R 7 )SO r . -S0 2 N(R 7 )-, -C(Oh -C(0)-0-, -N(R 7 )S0 2 N(R 8 )-, or 
-O-C(O)-, wherein 

10 R 7 and R 6 in each individual case independently of each other are 

hydrogen or CWalkyl; and 
R 4 , R 5 , and R 8 independently of each other are selected from the group consisting of 
hydrogen, cyano, halogen, aryl, heteroaryl, heteroaryl-C^alkylene-, aryl-C^- 
alkylene-, C^o-cycloalkyl, heterocydyl optionally substituted with one or more 

1 5 C^-alkyl, or C^alkyl optionally substituted with halogen, -S(0) 2 CH 3 or COOH; 

or 

R 4 and R 5 may be taken together to form a ring having the formula -(CH 2 )rQ-(CH 2 )k- 
bonded to the nitrogen atom to which R 4 and R 5 are attached, wherein 

j and k independently of each other is 1 , 2, 3, or 4; and 
20 Q is a direct bond, -CH^, -0-, -S-, -S(0 2 h -C(Oh -C(0)NH- f 

-NHC(Oh -NHC(0)NH-, -NHSCV, -S0 2 NH-, -C(0)-0-, -O-C(O)-, 

-NHS0 2 NH-, 

R 10 

Oy"' of* o ^! ' N<H ' R, o^ N " R ' 

— N— . — N— . — N — • — N— ' — N— ■ 

R 10 



— N — • — n — ' or — N — • 

wherein 

25 R 9 and R 10 independently of each other are selected from 

the group consisting of hydrogen, aryl, C^-alkyl, and 
aryl-alkylene-; 



30 



L 1 is a bond, -D-C^-alkylene-E-, -D- C^-alkenylene-E-, -D- C 2 ^-alkynylene-E-, 
-D-cycloalkylene-E-. -D-heterocyclylene-E-, -O-, -S-, -S(O)-, -S(0)2r, 
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-C(Oh -N(R 11 h or -C(=N-OR 12 h wherein 

D and E independently of each other are a direct bond, -O- or -S-; 

R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d-ralkylene-, 

heteroaryKWalkylene-, d-8-aikyK>-C(0)-, aryl-d-e-alkylene-O-C(O)-, 

heteroaryl-d^alkylene-O-CtO)-, d-6-alkyl-NH-C(0)-, aryl^i^alkylene-NH-C(O)-, 

heteroaryl-d^ralkylene-NH-CfO)-, d-e-alkyl-SCV, aryl-Cn-e-alkylene-SCV, 

heteroaryl-C^-alkylene-SOr, aryl-SOr, heteroaryt-SO r , d*-alkyl-NH-SOr, 

aryl-Ci^-alkylene-NH-SOr, heteroaryl-Ci^alkylene-NH-SOr. d-e-a!kyl-C(0)- ( 

aryl-d-e-aikylene-CfO)-, heteroaryl-d.6-alkytene-C(0)-, d-e-alkyl-Y-, aryl-Y-, 

heteroaryl-Y-, aryl-d-e-alkylene-Y-, heteroaryl-d^-alkylene-Y-, 

N(R 13 )(R 14 )-d^-altyene-Y-, and R 15 -W 2 -d*-alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH r , -SO r . 

-N(H)CO- f -N(H)SO r , or-O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 
heteroaryl, d^-alkyl, d-e-alkoxy, aryl-d-e-alkylene-, 
heteroaryl-d^-alkylene-, aryl-d-e-alkoxy-, heteroaryl-d-e-alkoxy-, 
d-e-alkyl-arylene-, d^-alkyl-heteroarylene-, d-e-alkoxy-heteroarylene-, or 
d*-a!koxy-arytene-; 
or 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 ) 0 -X-(CH2)p- bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

o and p are independently of each other are 1 , 2, 3, or 4; and 
X is a direct bond, -CH r , -O-, -S-, -S(0 2 K -C(O)-, -CON(Hh 
-NHC(O)-, -NHCON(Hh -NHSO2-, -S0 2 N(H)-, -C(0>O-, -0-C<Oh 
-NHSO2NH-, 
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R 



, 18 



— N— . — N— 



— N 



o 2 f 



.N(H)R 18 



Oaf' 




— N— 



— N— 



NHR 



,18 




— N — • — N — • or — n— ; 
wherein 

R 16 and R 17 are selected from hydrogen, aryl, heteroaryl, 
d-e-alkyl. C^-alkoxy, aryl-d-e-alkylene-, 
heteroaryl-d^e-alkylene-, d-e-alkyl-arylene-, 
Cn^-alkyl-heteroarylene-, d-e-alkoxy-arylene-, 
d-e-alkoxy-heteroaryfene-, heteroarylaryl-d-e-alkoxy-, or 
aryl-C^-alkoxy-; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, d-e-alkyl, heteroaryt-d-e-alkylene-, or aryl-d-e-alkylene-; and 
R 12 is selected from hydrogen, aryl, heteroaryl, d-e-alkyl, aryl-d-e-alkylene-, 
heteroaryl-d-e-alkylene-, d-a-alkyl-arylene-, C^-alkyl-heteroarylene-, 
d-e-alkoxy-heteroarylene-, or d-e-alkoxy-arylene-; 
G 1 is d-e-alkyl, C^o-cycloalkyl, d-Krcycloalkyl-C^alkylene-, d-e-alkenyl, or C 2 ^alkynyl, all 
of which may optionally be substituted with one or more substituents independently selected 
from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 , Ca-io-cycloalkyI and 
d-e-alkyl, wherein 

R 18 and R 19 independently of each other are hydrogen, d-e-alkyl, 
heteroaryl-d-e-alkylene-, aryl-d-e-alkylene-, d-e-alkyl-arylene-, 
d-e-alkyl-heteroarytene-, heteroaryl, or aryl; 
or 

R 18 and R 19 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds; 
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G 1 is aryl, heteroaryl, heterocyclyl, fused cycloalkylheteroaryl, fused heterocyclylaryl, fused 
arylheterocyclyl, or fused cycloalkylaryl, all of which may optionally be substituted with one or 
more substituents selected from R 40 , R 41 , and R 42 ; 
5 L 2 is a direct bond, C^-alkylene, C^alkenylene, C 2 .e-alkynylene, -NKR 20 )-, -C^-alkylene- 
NfR 20 )-, -C^e-alkenytene-NfR 20 )-, -Cz.e-alkynylene-NKR 20 )-, wherein 



wherein L 1 and L 2 are attached to adjacent atoms in A 1 ; 
L 3 is -0(0)-, -C(0)-C(Oh -0(O)CH 2 C(O)- or -S(0) r ; 
R 1 is hydrogen, or 

15 R 1 is 0,-e-alkyl, C 2 ^-alkenyl, C 24r alkynyl f cycloalkyl-W 4 -, heterocyclyl-W 4 -, aryl-W 4 -, or 
heteroaryl-W 4 -, 

optionally substituted with one or more substituents R 33 , R 34 , and R 35 , wherein 

W 4 is C^-alkylene or a direct bond; 
G 2 is heteroaryl, fused heterocyclylheteroaryl, or fused cycloalkylheteroaryl, 
20 optionally substituted with one or more substituents R 43 , R 44 , and R 45 , wherein said heteroaryl 
group posesses a nitrogen atom adjacent to the atom joining said heteroaryl group to 



10 



R 20 is hydrogen, or 

R 20 is C 1j6 -alkyl, C^-alkenyl, C 2j6 -alkynyl, cycloalkyl-W 3 -, heterocyclyl-W 3 -, aryl-W 3 -, 
heteroaryl-W 3 -, optionally substituted with one or more substituents R 30 , R 3 \ and 
R 32 , wherein 



W 3 is C^-alkylene or a direct bond; 



-N(R 1 )-; 

or a group of the formula 
O 




or 



25 wherein 



G 3 and G 5 independently of each other are C^-alky!, C 2 -e-alkenyl, C 2 ^-alkynyl, 

cycloalkyl-R 22 -, heterocyclyl-R 22 -, aryl-R 22 -, heteroaryl-R 22 -, 

optionally substituted with one or more substituents R 46 , R 47 , and R 48 , wherein 



30 



R 22 is alkylene or a direct bond; and 
R 21 is hydrogen, C^-alkyl, C2^-alkenyl, C^alkynyl, cycloalkyl-W 5 -, or heterocyclyl- 
W 5 -, 

optionally substituted with one or more substituents R 38 , R 37 , and R 38 , or 
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R 21 is aryl-W 5 -, or heteroaryl-W 5 -, optionally substituted with one or more 
substituents R 49 , R 50 , and R 51 , wherein 

W 5 is d-e-alkylene or a direct bond; 

wherein 

5 R 30 , R 3 \ R 32 , R 33 , R 34 , R 35 , R 38 , R 37 , and R 38 independently of each other are selected from 
-CHF 2 , -CF 3 , -OCF 3 , -OCHF 2t -OCH 2 CF 3 , -OCF 2 CHF 2 , -S(0) 2 CF 3 , -SCF 3 , -OR 52 , -NR^R* 3 , 
-SR5* -NR^SfOfeR 53 , -SfOfeNR^R 53 , -SCOJNR^R 53 , -SfOJR 52 , -SfOfeR 52 , -CfOJNR^R 53 . 
-OCfOJNR 5 ^ 53 , -NR^CfOJR 53 , -CH 2 C(0)NR 62 R 53 , -OCt^CfOJNR^R 53 , -CH 2 OR 52 , 
-Ch^NR^R 53 , -OCfOJR 52 , -CfOJR^and -C(0)OR 52 ; or 

10 d-e-alkenyl and d-e-alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3 , -OCF 3 , -OR 52 , -NR^R 53 and C^-alkyl; or 
C^io-cycloalkyl, C^-cycloalkenyl, heterocyclyl, C^o-cycloalkyl-Ci^alkylene-, 
C 3 . 1 o-cycloalkyl-d. 6 -alkoxy- l C^o-cycloalkyloxy, (^o-cydoalkyl-d-e-alkylthio-, 
C^io-cycloalkylthio, C^o-cycloalkyl-C^e-alkenylene-, C^o-^ydoalkyl-C^-alkynylene-, 

15 d-8-cycloalkenyl-C 1 .6-alkylene-, C^-cydoalkenyl-C^-alkenylene-, 

C^-cycloalkenyl-C^-alkynylene-, heterocyclyl-C^-alkylene-, heterocyclyl-d-e-alkenylene-, 
heterocydyt-C 2 .«-alkynylene-, aryl, aryloxy, aryloxycarbonyl, aroyl, aryl-d-e-alkoxy-, 
aryl-d-e-alkylene-, aryl-CWalkenylene-, aryl-C 2 ^-alkynylene- f heteroaryl, 
heteroaryl-Ci^-alkylene- t heteroaryl-C 2 .6-alkenyIene- and heteroaryl-C 2 -e-alkynylene-, of 

20 which the aryl and heteroaryl moieties optionally may be substituted with one or more 

substituents selected from halogen, -C(0)OR 52 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 52 , -NR^R 53 and 
C lJ6 -alkyl, wherein 

R 52 and R 53 independently of each other are hydrogen, d-e-alkyl, aryl-Ci^-alkylene- 
heteroaryl-d-e-alkylene- heteroaryl, or aryl; 
25 or 

R 52 and R 53 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds; 
30 R 40 , R 41 , R 42 , R 43 , R 44 , R 45 . R*\ R 47 , R 48 , R 49 , R 50 and R 51 independently of each other are 
-CN, -N0 2 , -S(0)2CF 3 , -SCF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR^SPfcR 55 , -SfOfeNR^R 55 , 
-SfOJNR^R 55 , -SfOJR 54 , -SfO)^ 54 , -CfOJNR^R 55 , -OCCONR^R 55 , -NR^CfOJR 55 , halogen, 
-S-C^-alkylene-OR 54 , -SfO^d-e-alkylene-OR 54 , -d-e-alkylene-S-R 54 , 
-d^alkylene-SW 54 , -C^-alkylene^O^R 54 , -d^-alkylene-NtR^SCO^R 55 , 
35 -NfR^SfOkR 55 , -C^-alkylene-CN, 
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-d^altyene-CtOJNR^R 55 , -d^ralkylene-N^JCtOJR 55 . -NfR^CPJR 55 , 
-C 1 .e-aIkylene-N(R 54 )C(0)NR 55 R 56 , ^t^alkylene-NHC^NR^JNR^R 56 , 
-C^-alkylene^tR^JCfOJOR^-NCR^JCtOJOR^rC^-alkylene-CtOPR 54 , 
-C^-alkylene-NfR^JSCOfeR 55 , ^CHzCfOJNR^R 55 , -0(CH 2 ) 1 ^OR 54 , -d^-alkylene-O-R 54 , 
5 -d-e-alkylene-C^JR 54 , -d^alkylene-NR^R 55 , -C(=NR 54 K>.R 55 I -C(=N(OR 54 ))C(0)OR 55 , 
-C^hKOR^CfOJR 55 , -Ci- 6 -alkylene-C(=N(OR 54 ))C(0)R 55 , -C 1 . e -alkylene=N-0-R 5 \ 
-C^-alkylene-NtR^JSCO^NR^R 56 , -NtR^OfcNR^R 56 . ^(R^JS^NR^R^-OCtOJR 54 , 
-C^-alkylen^OJNCR^S^R 55 , -CfOJISKR^OfcR 55 , -C 1 ^alkyleneO(R 54 )=N-OR 55 , 
-NHC(=NR 54 )NR 55 R 56 , -C,^-alkylene-NHC(=NR 54 )NR 54 R 55 ( -C 1 . 6 -alkylene-N=C(N(R 54 R 55 )) 2 , 
10 -N=C(N(R 54 R 55 )) 2 , -CfOJR^and -CfOpR 54 ; or 

C^-alkyl, C2^-alkenyl and d-e-alkynyl, each of which may optionally be substituted with one 
or more substituents independently selected from halogen, R 54 , -CN, -CF 3 , -OCF 3l -OR 54 , - 
CfOJOR 54 , -NR^R 65 and C 1je -alkyl; or 

C^io-cycloalkyl, C^-cycloalkenyl, heterocyclyl, C3-io-cyctoalkyl-Ci.e-aIkylene-, 
15 d-io-cydoalkyl-d^-alkoxy-, C^nrcycloalkyloxy, C^ioKydoalkyl-C^-alkylthio-, 

C^io-cydoalkylthio, d-to-cydoalkyl-d-e-alkenylene-, C^o-cydoalkyl-C^e-alkynylene-, 
C^-cycloalkenyl-C^-alkylene-, C^-cycloalkenyl-C^-alkenylene-, 
C 4 -8-cydoalkenyl-C 2 -e-alkynylene-, heterocydyl-d_6-alkylene-, heterocydyl-C 2 -e-alkenylene-, 
heterocyclyl-C 2 ^-alkynylene- of which the heterocydyl moieties optionally may be substituted 
20 with one or more substituents independently selected from R 70 ; or 

aryl, aryloxy, aryloxycarbonyl, aroyl, aryl-d-e-alkoxy-, aryl-C^-alkylene-, 
aryl-C 2 ^-alkenylene-, aryl-C 2 .«-alkynylene-, heteroaryl, heteroaryl-d^-alkylene-, heteroaryl-S- 
d-e-alkylene-, heteroaryl-Cwralkenylene- and heteroaryl-CWalkynylene-, of which the aryl 
and heteroaryl moieties optionally may be substituted with one or more substituents selected 
25 from halogen, -CfOJOR 54 , -CN, -CF 3 , -OCF 3 . -N0 2f -OR 54 , -NR^R 55 or C^-alkyl, wherein 

R 54, R 55 and R 56 independently of each other are hydrogen, C t .e-alkyl,-Si(d-ralkyl) 3 , 
d-e-alkyl-arylene-, d-e-alkyl-heteroarylene- t aryl-d-e-alkylene-, 
heteroaryl-C^-alkylene-, heterocyclyl, heterocyclyl-Ci^-alkylene-, heteroaryl, or aryl, 
each of which is optionally substituted with one or more substituents independently 
30 selected from R 71 ; 

or 

R 54 and R 55 independently of each other are hydrogen or -(CHR^fCHR^-W 6 , 
wherein 

u is 0, 1 or 2; 
35 v is 0, 1 or 2; 
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R 72 and R 73 independently of each other are hydrogen, C^-alkyl, 
C^alkyl-arylene- aryl, hydroxy, hydroxyalkyl, ^(OJO-R 75 , amino, or 
aminoatkyl; 

W 6 is hydrogen, -OR 75 , -C(0)OR 75 , -C(0)-R 75 , -C0NR 75 R 76 , -NR^R 78 , 
-NHCHAOJR 75 , -NHCfOR 75 , -NHC(0)OR 75 , -SfOkR 75 . -NHS(0) 2 R 75 , 
alkylamino, or dialkylamino, or 

W 6 is a five or six membered ring wherein at least one ring atom is nitrogen 
and the remaining ring atoms are either carbon or oxygen or optionally 
substituted with C^-alkyl. -CfOJO-R 75 , -(CH 2 )^C(0)0-R 75 , =0; 
or 

W 6 is phathalimido or heterocyclyl. 

or. 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds, and optionally substituted with one or 
more Ci^-alkyl groups; 

R 70 is =0, -C(0)CH 3 , , -S(0) 2 CH 3 , -CF 3 , -C(0)0-R 75 , -(CH 2 )^C(0)0-R 75 or 
C^-alkyl; 

R 71 is =0, CWalkyl, cycloalkyl, -C(0)0-R 75 , -(CH 2 )^C(0)OR 75 , -(CH 2 )^NR 75 R 76 , 
»OH or amino; 

R 75 and R 7e independently of each other is hydrogen, halogen, -OH, -CF 3 , or 
C^alkyl optionally substituted with -NH 2 ; 

or a pharmaceutical^ acceptable salt, solvate, or prodrug thereof 

Embodiment A2. A compound according to embodiment A1, wherein 

A 1 is arylene or heteroarylene, optionally substituted with one or more substitutents R 23 , R 24 , 

R 25 , R 26 , and R 27 , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the group 

consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
C 2 ^-alkenyl-Z-, C 2 ^-alkynyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, heteroaryl-Z-, 
aryl-C^-alkylene-Z-, heteroaryl-C,^alkylene-Z-, heterocyclyl-C^-alkylene-Z-, 
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cydoalty-C^Ikylene-Z-, N^R^C^-alkylene-Z-, RM/V'-Z-, R 8 -W 1 -N(R 4 )-Z-, R 6 - 
N(R*)-Z, and RW-C^-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 8 , Z, and W 1 are as defined in embodiment A1. 

Embodiment A3. A compound according to embodiment A2, wherein 
5 A 1 is Ce-10-arylene or C4-io-heteroarylene, optionally substituted with one or more 
substitutents R 23 , R 24 , R 25 , R 28 , and R 27 , wherein 

R 23 , R 24 . R 25 , R 28 , and R 27 independently of each other are selected from the group 
consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^lkyl-Z-, 
10 C^-alkenyl-Z-, (Waikynyl-Z-, cycloa!ky1-Z-, heterocyclyl-Z-, aryl-Z-, heteroaryl-Z-, 

aryl-d^alkylene-Z-, heteroaryl-C^-alkylene-Z-, heterocydyl-Ci-e-alkylene-Z-, 
cydoalkyl-C^alkytene-Z-, N(R 4 R 5 )-C 1 ^alkylene-Z-, R 8 -W 1 -Z-, Rf-W^NfR^Z-. R 8 - 
. N(R 4 )-Z, and R 8 -W 1 -Ci.e-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in embodiment A1. 

15 

Embodiment A4. A compound according to embodiment A3 wherein 

A 1 is phenylene optionally substituted with one or more substitutents R 23 , R 24 , R 25 , R 26 , and 

R 27 , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the group 

20 consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 . -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
C 2 -e-aikenyl-Z-, C^alkynyl-Z-, cycloalkyl-Z-, heterocydyl-Z-, aryl-Z-, heteroaryl-Z-, 
aryl-C^alkylene-Z-, heteroaryl-C^-alkylene-Z-, heterocyclyl-Ci^-alkylene-Z-, 
cydoalkyl-C^-alkylene-Z-, N(R 4 R 5 )-C 1 ^alkylene-Z-, R 8 -W 1 -Z-, rW-N^J-Z-, R 8 - 

25 N(R 4 )-Z, and R 6 -W 1 -C^-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R e , Z, and W 1 are as defined in embodiment A1. 



Embodiment A5. A compound according to embodiment A4 of the formula (la) 
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Formula (la) 



wherein L\ G\ L 2 , L 3 , R\ G 2 and R 25 are as defined in embodiment A1. 
Embodiment A6. A compound according to embodiment A4 of the formula (lb) 



L 1 




Formula (lb) 



wherein L\ G\ L 2 , L 3 , R 1 , G 2 and R 24 are as defined in embodiment A1. 

Embodiment A7. A compound according to any one of the embodiments A1 to A6, wherein 
R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the group 
consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3| -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , d^-alkyl-Z-, 
cycloalkyl-Z-, heterocyclyl-Z- t aryl-Z- f or heteroaryl-Z-, N(R 4 R 5 )-Ci^-alkylene-Z-, 
R'-W'-Z-, R 6 -W 1 -N(R 4 )-Z-, R e -N(R 4 )-Z, and R^W'-C^-alkylene-Z-, wherein 
R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in embodiment A1. 
Embodiment A8. A compound according to embodiment A7 wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the group 
consisting of 

halogen, -CN, -CF 3 . -OR 2 , -NR 2 R 3 , C^-alkyl-Z- f cycloalkyl-Z-, heterocyciyl-Z-, 
atyl-Z-, or heteroaryl-Z-, R 6 -W 1 -Z-, RW-N^Z-, R 6 -N(R 4 )-Z t and 
R^W^C^-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in embodiment A1. 



Embodiment A9. a compound according to embodiment A8 wherein 

R 23 , R 24 , R 25 , R 28 , and R 27 independently of each other are selected from the group 
consisting of 
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halogen, -OR 2 , -NtfR 3 , C^alky^-, R 8 -W 1 -Z-, and R 6 -W 1 «d^alkylene-Z-, wherein 
R 2 f R 3 , R 4 , R s , R 6 , Z, and W 1 are as defined in embodiment A1. 
Embodiment A10. A compound according to embodiment A9 wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the group 
5 consisting of 



Embodiment A1 1. A compound according to any one of the embodiments A1 to A10, wherein 
R 4 , R 5 , and R 8 independently of each other are selected from the group consisting of 
hydrogen, aryl, Chalky!, heteroaryl-C^-alkylene-, and aryl-C^-alkylene-. 

1 0 Embodiment A1 2. A compound according to embodiment A1 1 , wherein 

R 4 , R 5 , and R 6 independently of each other are hydrogen or C^-alkyl. 

Embodiment A1 3. A compound according to embodiment A1 2, wherein 
R 4 , R 5 , and R 8 are hydrogen. 

Embodiment A14. A compound according to any one of the embodiments A1 to A9, wherein 
15 R 4 and R 5 is taken together to form a ring having the formula -(CH 2 )rQ-(CH 2 )k- 



F, CI, Br, and methyl. 



bonded to the nitrogen atom to which R 4 and R 5 are attached, wherein 
j and k independently of each other is 1 , 2, 3, or 4; 
Q is a direct bond, -CH2-. -O-, -S-, -S(0 2 )-, -0(0)-, -C(0)NH-, -NHC(Oh 
-NHC(0)NH-, -NHSOz-, -S0 2 NH-, -C(0)-0- t -O-C(O)-, -NHS0 2 NH-, 






,9 



20 



— N— 



— N — 



or 



— N — 



wherein 



R 9 and R 10 independently of each other are selected from the 
group consisting of hydrogen, aryl, d^-alky!, and aryl-Ci.e-alkyk 



Embodiment A15. A compound according to embodiment A14, wherein 
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Q is a direct bond. -CH r , -0-, -S-, -S(0 2 h -C(0)-, -C(0)NH-, -NHC(OK 
-NHC(0)NH-, -NHSOr. -S0 2 NH-, -C(0)-O-, -0-0(0)-, -NHS0 2 NH-, 

f 

OyR 9 <yOR 9 ^ ^^HJR 9 ^N-R 9 

— N— • — N — • — N — • — N — • — N — 

R 10 



O^NHR 9 O^N-R 9 R 9 



f 

— N— • — N— • or — N — • 
wherein 

R 9 and R 10 independently of each other are hydrogen or d^-alkyl. 

Embodiment A16. A compound according to embodiment A15, wherein 

Q is a direct bond, -CH r , -0-, -S-. -S(OJ-, -C(0)-. -C(0)NH-, -NHC(O)-. 
-NHC(0)NH-, -NHSO r , -S0 2 NH-, -C(0)-O-. -O-C(O)-, -NHS0 2 NH-, 



OyH CyOH o ^ NH 
— N — . — N— • — N — > — N 



Oy NH 2 * 
— N— , or — N- 



'2 



10 Embodiment A17. A compound according to embodiment A16, wherein Q is a direct bond. 



Embodiment A18. A compound according to any one of the embodiments A1 to A17, wherein 
W 1 is a direct bond, -0-, -C(O)-, -NH-, -S-, -SO r , -C(0)NH-, -NHC(O)-, 
-N(H)CON(H)-, -N(H)S02-, -S0 2 N(H)-, -C(0)-0-. -N(H)S0 2 N(H)-, or-O-C(O)-. 

Embodiment A19. A compound according to embodiment A18, wherein 

15 W 1 is a direct bond, -O-, -C(O)-. -SOr , -C(0)NH-. -NHC{0)-. -N(H)SOr, -C(0)-0-, 

or-O-C(O)-. 



Embodiment A20. A compound according to embodiment A19, wherein W 1 is a direct bond 
or-C(0)-0-. 
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Embodiment A21. A compound according to embodiment A20, wherein W 1 is a direct bond. 



Embodiment A22. A compound according to embodiment A7, wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -CCOJOR 2 , -CN, -CF 3 , -OCF 3 , 
-N0 2 , -OR 2 , -NR 2 R 3 t d^alkyl-Z-, cycloalkyl-Z-, heterocydyl-Z-, aryl-Z-, or 
5 heteroaryf~Z-, wherein 

R 2 f R 3 , and Z are as defined in embodiment A1. 

Embodiment A23. A compound according to embodiment A22, wherein 

at least one of R 23 , R 24 , R 25 , R*\ and R 27 is halogen, -CfOJOR 2 , -CN, -CF 3 , -OCF 3 , 
-N0 2 , -OR 2 , -NR 2 R 3 , Cn-alkyl-Z-, C^o-cycIoalkyl-Z-, QMo-heterocyclyt-Z-, 
1 0 C^no-aryl-Z-, or C^io-heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined in embodiment A1 . 

Embodiment A24. A compound according to embodiment A23, wherein 

at least one of R 23 , R 24 , R 25 , R 28 , and R 27 is halogen, -C(0)OR 2 , -CN, -N0 2 . -OR 2 , 
-NR 2 R 3 , C^-alkyl-Z-, C^io-cycloalkyl-Z-, QMo-heterocyclyl-Z-, Quo-aryt-Z-, or 
1 5 C3-io-heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined in embodiment A1. 

Embodiment A25. A compound according to embodiment A24, wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is F, CI, Br, or methyl. 

Embodiment A26. A compound according to embodiment A24, wherein 
20 at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , or 

-NR 2 R 3 , wherein 

R 2 , R 3 , and Z are as defined in embodiment A1. 

Embodiment A27. A compound according to any one of the embodiments A1 to A26, wherein 
R 2 and R 3 independently of each other are hydrogen, Ct^-alkyl, aryl-C^alkylene-, 
25 heteroaryl-d-e-alkylene-, C^-alkyl-arylene-, C^-alkyl-heteroarylene-, heteroaryl, or 

aryl. 



Embodiment A28. A compound according to embodiment A27, wherein 
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R 2 and R 3 independently of each other, are hydrogen, Ci-e-alkyl, aryl-C^alkylene- 
or aryl. 

Embodiment A29. A compound according to embodiment A28, wherein 
R 2 is hydrogen or Ci^-alkyl. 

5 Embodiment A30. A compound according to embodiment A29, wherein 
R 2 is hydrogen. 

Embodiment A31 . A compound according to any one of the embodiments A1 to A30, wherein 
R 3 is hydrogen or Ci-e-alkyL 

Embodiment A32. A compound according to embodiment A31, wherein 
10 R 3 is hydrogen. 

Embodiment A33. A compound according to any one of the embodiments A1 to A22, wherein 
R 2 and R 3 , when attached to the same nitrogen atom, together with said nitrogen 
atom may form a 3 to 8 membered heterocyclic ring optionally containing one or two 
further heteroatoms selected from nitrogen, oxygen and sulfur, and optionally 
1 5 containing one or two double bonds. 

Embodiment A34. A compound according to any one of the embodiments A1 to A33, wherein 
Z is a direct bond, -O-, -NH-, -NHCH r , -S-, -SCV, -C(0)NH-, -NHC(Oh 
-N(H)CON{HK -N(CH 3 )CONH-, -N(H)SO r , -S0 2 N(H)-, -C(0)-O-, -N(H)S0 2 N(H)- f or 
-O-C(O)-. 

20 Embodiment A35. A compound according to embodiment A34, wherein 

Z is a direct bond, -O-, -S-, -SCV, -C(0)NH-, -NHC(Oh -N(H)S02-, -C(0)-0-, 
-N(H)S0 2 N(H)-, or -0-C(OK 

Embodiment A36. A compound according to embodiment A35, wherein 
Z is a direct bond, -NHC(O)-, or -NHS(0)2-. 

25 Embodiment A37. A compound according to embodiment A2, wherein 
A 1 is 
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f wherein 

R 23 , R 24 , R 25 , and R 28 , independently of each other, are hydrogen or as defined in 
embodiment A1. 



Embodiment A38. A compound according to embodiment A37, wherein 
5 R 23 , R 24 , R 25 , and R 26 independently of each other are selected from the group 

consisting of 

halogen, -CfOJOR 2 , -CN, -CF 3f -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , CWalkyl-Z-, 
cycloalkyl-Z-, heterocydyl-Z- f aryl-Z-, or heteroaryl-Z-, N(R 4 R 5 )-Ci^-alkylene-Z-, 
R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R e -N(R 4 )-Z-, and R^W'-C^alkylene-Z-, wherein 
10 R 2 , R 3 , R 4 , R 5 f R B , Z, and W 1 are as defined in embodiment A1. 



Embodiment A39. A compound according to embodiment A37 or A38, wherein 

R 4 , R 5 , and R 6 independently of each other are selected from the group consisting of 
hydrogen, aryl, d^-alkyl, heteroaryl-Ci.s-alkylene-, and aryl-C^alkylene-. 



Embodiment A40. A compound according to embodiment A39, wherein 
15 R 4 , R 5 , and R 6 independently of each other are hydrogen or C^-alkyl. 

Embodiment A41. A compound according to embodiment A40, wherein 
R 4 , R 5 , and R 6 are hydrogen. 



Embodiment A42. A compound according to embodiment A37 or A38, wherein 

R 4 and R 5 is taken together to form a ring having the formula -(CH 2 )rQ-(CH 2 )k- 
20 bonded to the nitrogen atom to which R 4 and R 5 are attached, wherein 

j and k independently of each other is 1 , 2, 3, or 4; 
Q is a direct bond, -CH r , -O-, -S-, -S(0 2 )-. -C(O)-, -C(0)NH-, -NHC(O)-, 
-NHC(0)NH-, -NHSOr, -S0 2 NH-, -C(0)-0-, -O-C(O)-. -NHS0 2 NH-, 
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R 10 

°Y r9 °Y 0R9 o 2? - R9 02 s^ h)r9 o 2f ^- R9 

— N— . — N— • — N— • — N— ' — N— • 



(X/NHR 9 0 N _ R 9 



— N — • — N — • <* — N— ' 

wherein 

R 9 and R 10 independently of each other are selected from the 
group consisting of hydrogen, aryl, C,^-alkyl, and arylalkyk 

5 Embodiment A43. A compound according to embodiment A42, wherein 

Q is a direct bond, -CHj-, -0-, -S-, -S(0 2 >-, -C(OK -C(0)NH-. -NHC(0)-, 
-NHC(0)NH-, -NHSO r , -S0 2 NH-, -C(0>-0-, -0-C(0)-, -NHS0 2 NH-, 

R 10 

Oy R9 °Y 0R9 o^ R9 o 2 f N(H)R6 o 2f ' N " R9 

— N— - — N— • — N — • — N— ' — N— • 

R 10 

O^NHR 9 O^N-R 9 R 9 
— N— ' — n — • or — N— • 

wherein 

10 R 9 and R 10 independently of each other are hydrogen or alkyl. 

Embodiment A44. A compound according to embodiment A43, wherein 

Q is a direct bond, -CHj-, -0-, -S-, -S(0 2 h -C(O)-, -C(0)NH-, -NHC(O)-, 
-NHC(0)NH- -NHSOr, -SO z NH-, -C(0)-0-, -O-C(O)-, -NHS0 2 NH-, 

°Y H °y oh o 2 f H o 2 f"> 

— N— • — N— • — N— - — N— 



O^NH, Ijl 
—N— . or — N — 



15 



Embodiment A45. A compound according to embodiment A44, wherein 
Q is a direct bond. 
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Embodiment A46. A compound according to any one of the embodiments A37 to A45, 
wherein 

W 1 is a direct bond, -O-, -C(0)- f -NH-, -S-, -SO^, -C(0)NH-, -NHC(Oh 
-N(H)CON(H)-, -N(H)S02-, -S0 2 N(H)-, -C(0)-0-, -N(H)S0 2 N(H)-, or-0-C(0)-. 

Embodiment A47. A compound according to embodiment A46 wherein 

W 1 is a direct bond. -O-, -C(Oh -SO r . -C(0)NH-, -NHC(Oh -N(H)SOr. -C(OH>, 
or-O-C(O)-. 

Embodiment A48. A compound according to embodiment A47, wherein 
W 1 is a direct bond, or -C(0)0-. 

Embodiment A49. A compound according to embodiment A48, wherein 
W 1 is a direct bond. 

Embodiment A50. A compound according to embodiment A37, wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , 
-OR 2 , -NR 2 R 3 , d-e-alkyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, or heteroaryl-Z-, 
wherein 

R 2 , R 3 , and Z are as defined in embodiment A37. 

Embodiment A51 . A compound according to embodiment A50, wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3t -N0 2 , 
-OR 2 , -NR 2 R 3 , C^-alkyl-Z-, C^o-cydoalkyl-Z-, C^ 10 -heterocyclyl-Z-, Quo-aryl-Z-, or 
C^io-heteroaryl-Z-. wherein 

R 2 , R 3 , and Z are as defined in embodiment A37. 

Embodiment A52. A compound according to embodiment A51 , wherein 

at least one of R 23 , R 24 , R 25 , and R 28 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , 
-NR 2 R 3 , d-e-alkyl-Z-, C^o-cycloalkyl-Z-, Quo-heterocyclyl-Z-, QMo-aryi-Z-, or 
C^io-heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined in embodiment A37. 



Embodiment A53. A compound according to any one of the embodiments A37 to A52, 
wherein 
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Z is a direct bond, -O, -NH-, -NHCHz-, -S-, -SCV, -C(0)NH- f -NHC(0)- t 
-N(H)CON(HK -N(CH 3 )CON(H)-, -N(H)SOz-, -S0 2 N(H)-, -C(0>-0-, -N(H)S0 2 N(H)-, 
or-O-C(O)-. 

Embodiment A54. A compound according to embodiment A53, wherein 

Z is a direct bond, -O-, -S-, -SO r , -C(0)NH-, -NHC(O)-, -N(H)SO r , -C(0)-0-, 
-N(H)S0 2 N(H)-, or-O-C(O)-. 

Embodiment A55. A compound according to embodiment A54, wherein 
Z is a direct bond, -NHC(O)-, or -NHSfO)* 

Embodiment A56. A compound according to embodiment A52, wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , 
-NR 2 R 3 , or d-e-alkyl, wherein 

R 2 , and R 3 are as defined in embodiment A37. 

Embodiment A57. A compound according to any one of the embodiments A37 to A56, 
wherein 

R 2 and R 3 independently of each other are hydrogen, Ci-e-alkyI, aryl-Ci^-alkylene-, 
heteroaryl-Ci_e-aiky!ene-, C^-alkyl-arylene-, Ci^-alkyl-heteroarylene-, heteroaryl, or 
aryl. 

Embodiment A58. A compound according to embodiment A57, wherein 

R 2 and R 3 independently of each other, are hydrogen, d^-alkyl, aryl-d^-alkylene- 
or aryl. 

Embodiment A59. A compound according to embodiment A58, wherein 
R 2 is hydrogen or C^-alkyl. 

Embodiment A60. A compound according to embodiment A59, wherein 
R 2 is hydrogen. 

Embodiment A61 . A compound according to any one of the embodiments A37 to A60, 
wherein 

R 3 is hydrogen or C^-alkyl. 
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Embodiment A62. A compound according to embodiment A61, wherein 
R 3 is hydrogen. 

Embodiment A63. A compound according to any one of the embodiments A37 to A50 ( 
wherein 

5 R 2 and R 3 , when attached to the same nitrogen atom, together with said nitrogen 

atom may form a 3 to 8 membered heterocyclic ring optionally containing one or two 
further heteroatoms selected from nitrogen, oxygen and sulfur, and optionally 
containing one or two double bonds. 

Embodiment A64. A compound according to any one of the embodiments A37 to A55, 
10 wherein 

at least one of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment A65. A compound according to embodiment A64, wherein 
at least two of R 23 , R 24 , R 25 , and R 2 * are hydrogen. 

Embodiment A66. A compound according to embodiment A65, wherein 
1 5 R 23 and R 26 are hydrogen. 

Embodiment A67. A compound according to embodiment A65 or embodiment A66, wherein 
at least three of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment A68. A compound according to any one of the embodiments A37 to A67, 
wherein R 24 or R 25 is halogen. 

20 69. A compound according to embodiment A68, wherein R 24 or R 25 is fluoro. 

Embodiment A70. A compound according to any one of the embodiments A37 to A67, 
wherein R 24 or R 25 is C^-alkyl. 

Embodiment A71 . A compound according to embodiment A68, wherein R 24 or R 25 is methyl. 



25 



Embodiment A72. A compound according to any one of the embodiments A37 to A67, 
wherein 

R 24 is hydrogen. 
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Embodiment A73. A compound according to any one of the embodiments A37 to A72, 
wherein 

R 25 is hydrogen. 

Embodiment A74. A compound according to embodiment A37, wherein 
5 R 23 , R 24 , R 25 , and R 26 are hydrogen. 

Embodiment A75. A compound according to any one of the embodiments A1 to A74, wherein 
L 1 is a bond, -D-alkylene-E-, -0-, -S-, -S(Oh -S(0);r, -C(Oh -N(R 11 h or -C(=N- 
OR 12 ), wherein 

D f E f R 11 and R 12 are as defined in embodiment A1. 

1 0 Embodiment A76. A compound according to embodiment A75, wherein 

L 1 is a bond, -D-alkylene-E- t -0-, -0(0)-, -N(R 11 h or-C(=N-OR 12 K wherein 
D, E, R 11 and R 12 are as defined in embodiment A1 . 

Embodiment A77. A compound according to embodiment A75, wherein 
L 1 is -0«. 

15 Embodiment A78. A compound according to embodiment A75, wherein 
• L 1 is-S-. 

Embodiment A79. A compound according to embodiment A75, wherein 
L 1 is a bond. 

80. A compound according to embodiment A75, wherein 
20 L 1 is -C(O)-. 

Embodiment A81. A compound according to any one of the embodiments A1 to A76, wherein 
D is a direct bond or -O-; 
E is a direct bond or -O-; and 
R 11 and R 12 are as defined in embodiment A1. 

25 Embodiment A82. A compound according to embodiment A81 , wherein 
D is a direct bond. 
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Embodiment A83. A compound according to embodiment A81, wherein 
Dis -O-. 

Embodiment A84. A compound according to any one of the embodiments A81 to A83, 
wherein 

5 E is a direct bond. 

Embodiment A85. A compound according to any one of the embodiments A81 to A83, 
wherein 

Eis -0-. 

Embodiment A86. A compound according to any one of the embodiments A1 to A85, wherein 
10 R 11 is selected from hydrogen, C^-alkyl, aryl, carbamoyl, aryl-C^alkylene-, 

C^-alkyl-NH-CfOK aryl-C^-alkylene-NH-CfO)-, C^-alkyl-SOz-, 
aryl-Ct-e-aikylene-SOr. aryl-SO r , SO r , C^-alkyl-CfO)-, aryl-C^alkylene-CCO)-, 
NfR^KR^C^-alkylene-Y-, and R'W-C^-alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CHz-, -SOr. 
1 5 -N(H)CO-. -N(H)SO r . or -O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 

C^alkyl, or aryl-C^-alkylene-; 

or 

R 13 and R 14 may be taken together to form a ring having the formula 
20 -(CH 2 )o-X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 

attached, wherein 

o and p are independently of each other are 1 , 2, 3, or 4; and 
X is a direct bond, -ChV, -O-. -S-, -S(0 2 )-, -C(O)-, -CONCH)-, 
-NHC(OK -NHCON(H)-, -NHSO r . -S0 2 N(H)-, -C(0)-0-, -O-C(O)-, 
25 -NHS0 2 NH-, 



WO 2004/002481 



PCT/DK2003/000449 



90 



°Y Rl8 °y° r16 

— N — . — N— 



,18 



0 2 f 
— N — 



,17 



— N— 



— N — 



18 



O^NHR 16 O^N-R 16 R 18 
— N— • — N — • or — N— • 
wherein 

R 18 and R 17 are selected from hydrogen, aryl, heteroaryl, 
d-e-alkyl, d-e-alkoxy, aryl-d-e-alkylene-, 
5 heteroaryl-d-e-alkylene-, d-e-alkyl-arylene-, 

d*-alkyl-heteroarylene-, d-e-alkoxy-arylene-, 
d^-alkoxy-heteroarylene-, heteroarylaryl-d^-alkoxy-, or 
aryl-d-e-alkoxy-; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloaikyl, heterocyclyl, 
1 0 d-e-alkyl, or aryl-d-e-alkylene-. 

Embodiment A87. A compound according to embodiment A86, wherein 

R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d*-alkylene-, 
d^alkyl-NH-C(O)-, afyI-d4ralkylene-NH-C(Oh d^-alkyl-SOz-, 
aryl-Ci^-alkylene-SO^, aryl-SOa-, SO2-, d-e-alkyl-C(O)-, aryl-d^alkytene-C(O)-, 
1 5 N(R 13 )(R 14 Ki*-alkylene-Y-, and R 15 -W 2 -d*-alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH?-, -SO2-. 
-N(H)CO-, -N(H)SOz-, or -O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 
d-e-alkyl, or aryl-d-e-alkylene-; 
20 or 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 ) 0 -X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

0 and p are independently of each other are 1 , 2, 3, or 4; and 
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X is a direct bond, -CH r , -O, -S-, -S(0 2 h -C(O)-, -CON(Hh 
-NHC(O)-, -NHCON(H)-, -NHSO r . -S0 2 N(H)-, -C(0)-0- f -0-C(0)- f 
-NHS0 2 NH- f 

Ck^R 18 O v v^OR 18 ^^ r16 



— N — . — N— • — N— 



— N— • — N— ■ 



R 17 



O^NHR 16 o^^N-R 18 R 16 



— N — ' — N— » or — N — » 



5 wherein 

R 16 and R 17 are hydrogen; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, heterocyclyl, 
C^alkyl, or aryl-C^-alkylene-. 

Embodiment A88. A compound according to embodiment A87, wherein 
10 R 11 is selected from hydrogen, C^-alkyl, aryl, carbamoyl, aryl-d-e-alkylene-, 

d.e-alkyl-NH-CfO)-, aryl-C^-alkylene-NH-C(O)-, C^-alkyl-SOr, 
aryl-C^-alkylene-SOz-, aryl-SOz-, SO r , C^-alkyl-C(0)- f aryl-C^-alkylene-CfO)-, 
NfR^R^K^Ikylene-Y-, and R^-W^C^alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -ChV, -SCV, 
1 5 -N(H)CO, -N(H)S02-, or -O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 

C^-alkyt, or aryl-C^-alkylene-; 

or 

R 13 and R 14 may be taken together to form a ring having the formula 
20 -(CH 2 )o-X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 

attached, wherein 

o and p are independently of each other are 1, 2, 3, or 4; 

X is a direct bond; and 
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R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, heterocyclyl, 
C^-alkyl, or aryf-d-e-alkylene-. 

Embodiment A89. A compound according to embodiment A88, wherein 

R 11 is selected from hydrogen, Ci^-aikyl, aryl, carbamoyl, aryl-d-e-alkylene-, 
5 Ci^alkyl-NH-C(O)-, aryl-d4ralkylene-NH-C(0)-, d*-alkyl-SO r , 

aryl-d-e-alkylene-SCV. aryl-SOr, SOr, C^-alkyl-C(0)- f aryl-C^alkylene-CfOh 
N(R 13 )(R 14 )-C^-alkylene-Y-, and R 15 -W 2 -d,3-alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CHr, -S02-, 
-N(H)CO-, -N(H)SOr, or -O-C(O)-; 

10 R 13 and R 14 independently of each other are selected from hydrogen, aryl, 

Ct-e-alkyl, or aryl-d_6-alkylene-; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, C^-alkyl, or aryl-d-e-alkylene-. 

Embodiment A90. A compound according to embodiment A89, wherein 
15 R 11 is selected from hydrogen, d*-alkyl, ar yl. carbamoyl, aryl-d-e-alkylene-, 

d-e-alkyl-NH-C(O)-, aryl-d^-alkylene-NH-C(O)-, d-e-alkyl-SOr, 
aryl-C^-alkylene-SOr, aryl-SO r , SO2-, d^-alkyl-C(O)-, aryl-d-e-alkylene-C(O)-, 
N(R 13 )(R 14 )-d.e-alkylene-Y-, and R 15 -W 2 -d^alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH r . -SOr, 
20 -N(H)CO-, -N(H)S02-, or -O-0(O)-; 

R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, d-e-alkyl, or aryl-d-e-alkylene-. 

Embodiment A91. A compound according to embodiment A90, wherein 
25 R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d-e-alkylene-, 

d-e-alkyl-NH-C(O)-, aryl-d-e-alkylene-NH-C(O)-, d-e-alkyl-SOr. 
aryl-d-e-alkylene-SCV, aryl-SOr, SOr. C^-alkyl-CfO)-, aryl-d-B-alkylene-C(O)-, 
N(R 13 )(R 14 )-C lJ6 -alkylene-Y-, and R 15 -W 2 -d*-alkylene-Y-, wherein 

Y is a direct bond; 

30 W 2 is a direct bond, -CH r , -SOr, -N(H)CO-, -N(H)S02-, or -0-C(0)-; 

R 13 and R 14 are hydrogen; and 
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R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, d-e-alkyl, or aryl-C^-alkylene-. 

Embodiment A92. A compound according to embodiment A90, wherein 

R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-C^-alkylene-, 
5 d-e-alkyl-NH-C(O)-, aryi-d4raltyene-NH-C(0)-, d*-alkyl-SO r , 

aryl-d-e-alkylene-SOr, aryI-SO r . SO2-, d-e-alkyl-CfO)-, aryl-d-e-alkylene-C(O)-, 
N(R 13 )(R 14 )-d-6-alkylene-Y-, and R 15 -W 2 -d-e-alkylene-Y-, wherein 

Y is a direct bond, -CH r , -SO^, -N(H)CO-, -N(H)SO r . or -0-C(O)-; 
W 2 is a direct bond; 
1 0 R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, d-e-alkyl, or aryl-d-6-alkylene-. 

Embodiment A93. A compound according to any one of the embodiments A90 to A92, 
wherein 

15 R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d-e-alkylene-, 

d-e-alkyl-IMH-C(O)-, aryl-d*-alkylene-NH-C(0)-, d*-alkyl-SO r . 
aryl-d-e-alkylene-SOr, aryl-SOr, SO r , C lJ6 -alkyl-C(0)-, aryl-d-e-alkylene-C(O)-, 
NHrd^-alkylene-, and R 15 -Ci^-alkylene-, wherein 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 

20 heterocyclyl, d-e-alkyl, or aryl-d-e-alkylene-. 

Embodiment A94. A compound according to embodiment A93, wherein 

R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d-e-alkylene-, 
d*-alkyl-NH-C(Oh aryl-d^alkylene-NH-C(O)-, d«-alkyI-SO r , 
aryl-d-e-alkylene-SO r , aryl-SO r . SO2-, d-e-alkyl-C(O)-, aryl-d-e-alkylene-C(O)-, 
25 and NH r d-e-alkylene-. 

Embodiment A95. A compound according to embodiment A94, wherein 
R 11 is hydrogen or d-e-alkyl. 



Embodiment A96. A compound according to embodiment A95, wherein 
R 11 is hydrogen. 



WO 2004/002481 PCT/DK2003/000449 

94 

Embodiment A97. A compound according to any one of the embodiments A1 to A96, wherein 
R 12 is hydrogen or d^alkyl. 

Embodiment A98. A compound according to embodiment A97, wherein 
R 12 is hydrogen. 

5 Embodiment A99. A compound according to any one of the embodiments A1 to A98, wherein 
G 1 is Ci*-alkyl, C 2 .«-alkenyl, C^alkynyl, cycloalkyi or heterocyclyl, optionally 
substituted with one or more substituents selected from the group consisting of -CN, 
-CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 , C^o-cycloalkyl and C^alkyl, wherein 
R 18 and R 19 are as defined in embodiment A1. 

1 0 Embodiment A100. A compound according to embodiment A99, wherein 

G 1 is C^-alkyl, C 2 ^-alkenyl, C 2 ^-alkynyl t cycloalkyi or heterocyclyl, optionally 
substituted with one or more substituents selected from the group consisting of -CN, 
-CF 3 , -OCF 3l -OR 18 , -IMR 18 R 19 and C lJ6 -alkyl, wherein 
R 18 and R 19 are as defined in embodiment A1 . 

1 5 Embodiment A1 01 . A compound according to embodiment A99, wherein 

G 1 is Ci-e-alkyl, CWalkenyl, C^-alkynyl, C^o-cycloalkyl or C^io-heterocyclyt, 
optionally substituted with one or more substituents selected from the group 
consisting of -CN, -CF 3l -OCF 3f -OR 18 , -NR 18 R 19 , C^o-cycloalkyl and d-e-alkyl, 
wherein 

20 R 18 and R 19 are as defined in embodiment A1. 

Embodiment A102. A compound according to embodiment A100 or embodiment A101, 
wherein 

G 1 is Ct-e-alkyl, C 2 ^-alkenyl, C 2 *-alkynyl, C^io-cycloalkyl or Qj-io-heterocyclyl, 
optionally substituted with one or more substituents selected from the group 
25 consisting of -CN, -CF 3f -OCF 3 , -OR 18 , -NR 18 R 19 and C^-atkyl, wherein 

R 18 and R 19 are as defined in embodiment A1 . 
Embodiment A103. A compound according to any one of the embodiments A99 to A102. 
wherein 

G 1 is selected from the group consisting of methyl, ethyl, propyl, butyl, isopropyl, 
30 isobutyl, sec-butyl, ferf-butyl, 3-pentyl, 2-pentyl, 3-methyl-butyl, 2-propenyl, 
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cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl, oxetanyl, 
tetrahydrofuranyl, tetrahydropyranyl, azetidyf, pyrrolidyl, piperidyl, 
hexahydroazepinyl, thiolanyl, tetrahydrothiopyranyl, thiepanyl, 1,4-oxathianyl, 1,3- 
dioxolanyl, 1,2-dithiolanyl, 1,3-dithiolanyl, hexahydro-pyridazinyl, imidazolidyl, 1,3- 
dioxanyl, morpholinyl, 1,3-dithianyl, 1 ,4-dioxanyl, 1 ,4-dithianyl, or thiomorpholinyL 

Embodiment A104. A compound according to embodiment A103 wherein 

G 1 is selected from the group consisting of methyl, ethyl, propyl, butyl, tsopropyl, 
isobutyl, sec-butyl, ferf-butyl, cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, 
cycloheptyl, tetrahydrofuranyl, tetrahydropyranyl, pyrrolidyl, piperidyl, 
hexahydroazepinyl, thiolanyl, tetrahydrothiopyranyl, or thiepanyl . 

Embodiment A105. A compound according to embodiment A104 wherein 

G 1 is selected from the group consisting of methyl, ethyl, propyl, butyl, isopropyl, 
isobutyl, cyclopentyl, cyclohexyl, tetrahydrofuranyl, tetrahydropyranyl, piperidyl, or 
hexahydroazepinyl. 

Embodiment A106. A compound according to embodiment A105 wherein 

G 1 is selected from the group consisting of isobutyl, cyclopentyl, and piperidyl. 

Embodiment A107. A compound according to embodiment A105 wherein 
G 1 is isobutyl. 

Embodiment A108. A compound according to embodiment A105 wherein 
G 1 is cyclopentyl. 

Embodiment A109. A compound according to embodiment A105 wherein 
G 1 is piperidyl. 

Embodiment A1 10. A compound according to any one of the embodiments A99 to A102, 
wherein 

R 18 and R 19 , independently of each other, are hydrogen, Ci^-alkyl, 
heteroaryl-d-e-alkylene-, aryl-Ci^-alkylene-, d-e-alkyl-arylene-, 
C^alkyl-heteroarylene-, heteroaryl, oraryl. 

Embodiment A1 1 1 . A compound according to embodiment A1 1 0, wherein 
R 18 and R 19 , independently of each other, are hydrogen, C^-alkyl, 
Ca-io-heteroaryl-d-e-alkylene-, C^o-aryl-d-e-alkyiene-, d-6-alkyl-C3_ 10 -arylene-, 
d-e-alkyl-C^io-heteroarylene-, d. 10 -heteroaryl, or C3-i 0 -aryl. 

Embodiment A1 12. A compound according to embodiment A1 1 1 , wherein 
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R 18 and R 19 , independently of each other, are hydrogen or Chalky!. 



Embodiment A1 1 3. A compound according to embodiment A1 1 2, wherein 
R 18 is hydrogen. 

Embodiment A1 14. A compound according to embodiment A1 12 or A1 1 3, wherein 
5 R 19 is hydrogen. 

Embodiment A1 1 5. A compound according to embodiment A100 or embodiment A102, 
wherein 

R 18 and R 19 , when attached to the same nitrogen atom, together with the said 
nitrogen atom forms a 3 to 8 membered heterocyclic ring optionally containing one 
10 or two further heteroatoms selected from nitrogen, oxygen and sulfur, and optionally 

containing one or two double bonds. 

Embodiment A1 16. A compound according to any one of the embodiments A1 to A98, 
wherein 

G 1 is alkyl or cycloalkyl, optionally substituted with one or more substituents 
15 selected from the group consisting of -CN, -CF 3t -OCF 3 , -OR 18 , -NR 18 R 19 and 

Cvralkyl, 

or G 1 is aryl optionally substituted with one or more substituents R 40 , R 41 , and R 42 , 
wherein R 18 , R 19 , R 40 , R 41 , and R 42 are as defined in embodiment A1 . 

Embodiment A1 17. A compound according to embodiment A1 16, wherein 
20 G 1 is d-e-alkyl or C^o-cycloalkyl, optionally substituted with one or more 

substituents selected from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , 
-NR 18 R 19 and Ce-alkyl. 

or G 1 is C^io-aryl optionally substituted with one or more substituents R 40 , R 41 , and 
R 42 , wherein R 18 , R 19 , R 40 , R 41 , and R 42 are as defined in embodiment A1 . 
25 Embodiment A1 18. A compound according to embodiment A1 17, wherein 

G 1 is C^-alkyi or CWcycloalkyl, optionally substituted with one or more 
substituents selected from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , 
-NR 18 R 19 and C^-alkyl, 

or G 1 is phenyl optionally substituted with one or more substituents R 40 , R 41 , and 
30 R 42 , wherein R 18 , R 19 , R 40 , R 41 , and R 42 are as defined in embodiment A1. 
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Embodiment A1 19. A compound according to embodiment A1 16, A1 17, or A1 1 8, wherein 
R ia and R 19 , independently of each other, are hydrogen, C^-alkyl, 
heteroaryl-C^-alkylene-, aryWJ^Ikylene-, C^-alkyl-arylene-, 
CWalkyl-heteroarylene-, heteroaryl, or aryl. 

5 Embodiment A120. A compound according to embodiment A1 1 9, wherein 
R 18 and R 19 , independently of each other, are hydrogen, Ci-e-alkyl, 
Ca-io-heteroaryl-d^alkylene-, Cwo-aryJ-Ci-e-alkylene-, Curalkyl-Qno-arylene-, 
C^-alkyl-C^io-heteroarylene-, C3-«rheteroaryl, or Guo-aryl. 

Embodiment A121. A compound according to embodiment A120, wherein 
10 R 18 and R 19 , independently of each other, are hydrogen or Chalky!. 

Embodiment A1 22. A compound according to embodiment A1 21 , wherein 
R 18 is hydrogen. 

Embodiment A123. A compound according to embodiment A121 or A122, wherein 
R 18 is hydrogen. 

15 Embodiment A124. A compound according to embodiment A1 16 or embodiment A1 17, 
wherein 

R 18 and R 19 , when attached to the same nitrogen atom, together with the said 
nitrogen atom forms a 3 to 8 membered heterocyclic ring optionally containing one 
or two further heteroatoms selected from nitrogen, oxygen and sulfur, and optionally 
20 containing one or two double bonds. 

Embodiment A125. A compound according to any one of the embodiments A1 16 to A124, 
wherein 

R 40 , R 41 , and R 42 independently of each other are 

halogen, -CN, -N0 2 , d^alkyl, -CHF 2t -CF 3 , -OR 54 , -NR^R 55 , -SR 54 . -NR^OJzR 55 , 
25 -SlOfeNR^R 55 , -SfOJNR^R 55 , -SfOJR 54 , -S^R 54 , ^(OJNR^R 55 , -OCJONR^R 55 , 

-NR^CfCOR 55 , -CHiCfOJNR^R 55 , -ChfeCfOJOR 54 , OCHaCfOJNR^R 55 , -ChfeOR 54 , 
-CH 2 NR 54 R 55 , and -CfOOR 54 ; or 
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C^-alkenyl and d-e-alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3 , -OCF 3f -OR 54 , -NR^R 55 and d^-alkyl, 
wherein 

R 54 and R 55 independently of each other are hydrogen, d-e-alkyi, 
5 d-e-alkyl-arylene-, C^-alkyl-heteroarylene-, aryl-d-e-alkylene-, 

heteroaryl-d-e-alkylene-, heteroaryl, or aryl; 
or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the 
said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
1 0 containing one or two further heteroatoms selected from nitrogen, oxygen 

and sulfur, and optionally containing one or two double bonds. 
Embodiment A126. A compound according to embodiment A125, wherein 
R 40 , R 41 , and R 42 independently of each other are 

halogen, -CN, d-e-alkyl, -CF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR^SPfeR 55 , -StOJR 54 . 
1 5 -SfOfeR 54 , -ChfeCCOJOR 54 , -CH20R 54 , -CH 2 NR 54 R 55 , and -CfOpR 54 ; 

wherein 

R 54 and R 55 independently of each other are hydrogen, d-e-alkyl, 
d-e-alkyt-arylene-, d-e-alkyl-heteroarylene-, aryl-d^-alkylene-, 
heteroaryl-d-e-alkylene-, heteroaryl, or aryl; 
20 or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the 
said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
and sulfur, and optionally containing one or two double bonds. 
25 Embodiment A1 27. A compound according to embodiment A1 26 wherein 

R 40 , R 41 , and R 42 independently of each other are 

halogen, or -OR 54 

wherein 

R 54 is hydrogen, d-e-alkyl, d-e-alkyl-arylene-, C^-alkyl-heteroarylene-, 
30 aryl-d-e-alkylene-, heteroaryl-d-e-alkylene-, heteroaryl, or aryl. 

Embodiment A128. A compound according to embodiment A126, wherein 

R 54 and R 55 independently of each other are hydrogen, or d-e-alkyl, 
d-e-alkyl-C^io-arylene-, d-e-aIkyl-C3_ 10 -heteroarylene-, d-io-aryl-d-e-alkylene-, 
QMo-heteroaryl-d-e-alkylene-, C^o-heteroaryl, or CjMO-aryl. 
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Embodiment At 29. A compound according to embodiment A128, wherein 
R 54 and R 55 independently of each other are hydrogen or Cve-alkyl. 

Embodiment A1 30. A compound according to embodiment A1 29, wherein 
R 54 is hydrogen. 

5 Embodiment A1 31 . A compound according to embodiment A1 29 or embodiment A1 30, 
wherein 

R 55 is hydrogen. 

Embodiment A1 32. A compound according to embodiment A1 27 wherein 
R 54 is methyl. 

10 Embodiment A133. A compound according to any one of the embodiments A1 to A98, 
wherein 

G 1 is aryl or heteroaryl, optionally substituted with one or more substituents R 40 , R 4 \ 
and R 42 , wherein 

R 40 , R 41 , and R 42 are as defined in embodiment A1. 

1 5 Embodiment A1 34. A compound according to embodiment A1 33, wherein 

G 1 is C3-io-aryl or C^io-heteroaryl, optionally substituted with one or more 
substituents R 40 , R 41 , and R 42 , wherein 

R 40 , R 4 \ and R 42 are as defined in embodiment A1. 

Embodiment A135. A compound according to embodiment A133, wherein 
20 G 1 is aryl, optionally substituted with one or more substituents R 40 , R 41 , and R 42 , 

wherein 

R 40 , R 41 , and R 42 are as defined in embodiment A1 . 

Embodiment A136. A compound according to embodiment A135, wherein 

G 1 is Q^o-aryl, optionally substituted with one or more substituents R 40 , R 41 , and 
25 R 42 , wherein 

R 40 , R 41 , and R 42 are as defined in embodiment A1 . 
Embodiment A137. A compound according to embodiment A136, wherein 

G 1 is phenyl, optionally substituted with one or more substituents R 40 , R 41 , and R 42 , 
wherein 
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R 40 , R 41 , and R 42 are as defined in embodiment A1. 



Embodiment A138. A compound according to any one of the embodiments A133 to A137, 
wherein 

R 40 , R 4 \ and R 42 independently of each other are 

halogen, -CN, -N0 2 , C^-alkyl, -CHF 2 , -CF 3 , -OR 54 , -NR 5 ^ 55 , -SR 54 . -NR^SfOkR 55 , 
-SfOfeNR^R 55 , -SfONR^R 55 , -SfOJR 54 , -SfOfcR 54 , -CfOJNR^R 55 , -OCfOJNR^R 56 , 
-NR^CfOJR 55 , -CHAONR^R 55 , -CH^OJOR 54 , -OCH 2 C(0)NR 54 R 55 , -C^OR 54 , 
-CHaNR^R 55 , and -CfOJOR 54 ; or 

C 2 -e-alkenyl and C^-alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3f -OCF 3 , -OR 54 , -NR^R 55 and d^-alkyl, 
wherein 

R 54 and R 55 independently of each other are hydrogen, d-e-alkyl, 
C^-alkyl-arylene-, d-e-alkyl-heteroarylene-, aryl-C t -e-alkylene-, 
heteroaryl-Ci^-alkylene-, heteroaryl, or aryl; 
or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the 
said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
and sulfur, and optionally containing one or two double bonds. 

Embodiment A139. A compound according to embodiment A138, wherein 
R 40 , R 41 , and R 42 independently of each other are 

halogen, -CN, C^-alkyl, -CF 3i -OR 54 , -NR^R 55 , -SR 54 , -NR^SfOfeR 55 , -SfOJR 54 , 
-SfOfcR 54 , -CH 2 C(0)OR 54 , -CHaOR 54 , -CHzNR^R 55 , and -CfOJOR 54 ; 
wherein 

R 54 and R 55 independently of each other are hydrogen, d-e-alkyl, 
d^-alkyl-arylene-, C^-alkyl-heteroarylene-, aryl-C^-alkylene-, 
heteroaryl-C^-alkylene-, heteroaryl, or aryl; 
or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the 
said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
and sulfur, and optionally containing one or two double bonds. 
Embodiment A140. A compound according to embodiment A139 wherein 



WO 2004/002481 PCT/DK2003/000449 

101 

R 40 , R*\ and R 42 independently of each other are 

halogen, or -OR 54 

wherein 

R 54 is hydrogen, Ci^alkyl, C^alkyl-arylene-, C^ralkyl-heteroarylene-, 
aryl-d-e-alkylene-, heteroaryl-C 14r alky1ene-, heteroaryl, or aryl. 

Embodiment A141. A compound according to any one of the embodiments A138 to A139, 
wherein 

R 54 and R 55 independently of each other are hydrogen, or C^-alkyl, 
Ci^alkyl-CWarylene-, C^alkyl-C^o-heteroarylene-, C^o-aryl-d-e-alkylene-, 
C^heteroaryl-C^alkylene-, C^o-heteroaryl, or C^o-aryl. 

Embodiment A142. A compound according to embodiment A141 , wherein 
R 54 and R 55 independently of each other are hydrogen or Ce-alkyl. 

Embodiment A143. A compound according to embodiment A142, wherein 
R 54 is hydrogen. 

Embodiment A144. A compound according to embodiment A142 or embodiment A143, 
wherein 

R 55 is hydrogen. 

Embodiment A145. A compound according to embodiment A140 wherein 
R 54 is methyl. 

Embodiment A146. A compound according to embodiment A135, wherein 
G 1 is 

.57 




R 56 , R 57 , R 58 , R 59 f and R 60 , independently of each other, are hydrogen or halogen, -CN, -N0 2 , 
C^alkyl, -CHF 2 , -CF 3 , -OCF 3 , -OCHF 2l -OCH 2 CF 3 , -OCF 2 CHF 2i -S(0) 2 CF 3 , -SCF 3 , -OR 81 , 
-NR 61 R 62 , -SR 6 \ -NR 61 S(0) 2 R 62 , -S(0) 2 NR 61 R 62 , -S(0)NR 61 R 62 , -S(0)R 61 , -S(0) 2 R 6 \ 



WO 2004/002481 PCT/DK2003/000449 

102 

-C(0)NR 61 R 82 , -OCfOJNR^R 82 , -NR 81 C(0)R 82 , -CH^OJNR^R 82 , -CH 2 C(0)OR 8 \ 
-OCH 2 C(0)NR 81 R 82 , -CH 2 OR 81 , -CH 2 NR 81 R 62 , -OC(0)R 8 \ -C(0)R 81 and -C(O)0R 61 ; or 
C^-alkenyl and CWalkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3l -OCF 3 , -OR 61 , -NR^R 82 and C^-alkyl; 
C^icrcydoalkyl, C^-cycloalkenyl, heterocydyl, C^ 10 -cydoalkyl-C 1 .e-alkylene-, C^io-cyclo- 
alkyl-d-e-alkoxy-, Quo-cydoalkyloxy, C^io-cycloalkyl-C^alkylthio-, Quo-cydoalkylthio, 
C^io-cydoalkyl-d-e-alkenylene-, (^i<rcydoalkyl-C 2 .«-alkynyIene-, C^-cydoalke- 
nyl-d^-alkylene-, C^-cycloalkenyl-d-e-alkenylene-, C4^-cydoalkenyl-C 2 ^-alkynylene- f 
heterocydyl-d^-alkylene-, heterocyclyl-C 2 ^-alkenylene- f heterocydyl-d^-alkynylene-; or 
aryl, aryloxy, aryloxycarbonyl, aroyf, aryl-C^-alkoxy-, aryl-Ci-e-alkylene-, 
aryl-C 2 -e-alkenylene- f aryl-C^alkynylene-, heteroaryl, heteroaryl-Ci*-alkylene-, 
heteroaryl-d-e-alkenylene- and heteroaryl-d-ralkynylene-, of which the aryl and heteroaryl 
moieties optionally may be substituted with one or more substituents selected from halogen, 
-C(0)OR 8 \ -CN, -CF 3 , -OCF 3i -N0 2 , -OR 61 , -NR 81 R 62 or C^-alkyl, wherein 

R 61 and R 62 independently of each other are hydrogen, d-e-alkyl, d*-alkyl-arylene-, 

Ci^-alkyl-heteroarylene-, aryl-d-e-alkylene-, heteroaryj-d-e-alkyfene-, heteroaryl, or 

aryl; 

or 

R 61 and R 82 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocydic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds. 

Embodiment A147. A compound according to embodiment A146, wherein 
R 56 , R 57 , R 58 , R 59 , and R 60 independently of each other are 

halogen, -CN, -N0 2 , C^-alkyl, -CHF 2 , -CF 3 , -OR 61 , -NR^R 82 , -SR 81 , -NR 81 S(0) 2 R 82 , 
-S(0) 2 NR 81 R 82 , -S(0)NR 61 R 82 , -S(0)R 81 , -S(0) 2 R 81 , -C(0)NR 81 R 82 , -OC(0)NR 81 R 62 , 
-NR 81 C(0)R 82 , -CH 2 C(0)NR 61 R 82 , -CH 2 C(0)OR 81 , -OCH 2 C(0)NR 81 R 82 , -CH 2 0R 61 , 
-CH 2 NR 81 R 62 , and -C(0)OR 81 ; or 

C 2 _e-alkenyl and C 2 ^-alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3 , -OCF 3 , -OR 81 , -NR^R 62 and C^-alkyl, 
wherein 

R 81 and R 82 independently of each other are hydrogen, d-e-alkyl, 
C^-alkyl-arylene-, d^alkyl-heteroarylene-, aryl-d^-alkylene-, 
heteroaryl-d^-alkylene-, heteroaryl, or aryl; 
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or 

R 61 and R 62 , when attached to the same nitrogen atom, together with the 
said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
5 and sulfur, and optionally containing one or two double bonds. 

Embodiment A148. A compound according to embodiment A146 or embodiment A147, 
wherein R 56 or R 57 is -OR 61 . 

Embodiment A149. A compound according to embodiment A148 wherein R 61 is methyl. 

Embodiment A150. A compound according to embodiment A147, wherein 
10 R 81 and R 62 independently of each other are hydrogen, or d-e-alkyl, 

Ci^alkyl-Ca.io-arylene-, C^alkyl-C^o-heteroarylene-, C^nraryl-Ci^-alkylene-, 
C^io-heteroaryl-Ci^alkylene-, C3. 10 -heteroaryl, or C^io-aryl. 

Embodiment A1 51 . A compound according to embodiment A1 50, wherein 
R 61 and R 82 independently of each other are hydrogen or C^alkyl. 

15 Embodiment A152. A compound according to embodiment A151, wherein 
R 81 is hydrogen. 

Embodiment A1 53. A compound according to embodiment A151 or embodiment A152, 
wherein 

R 82 is hydrogen. 

20 Embodiment A1 54. A compound according to any one of the embodiments A146 to A1 53, 
wherein 

at least one of R 56 , R 57 , R 58 , R 59 , and R 80 are hydrogen. 

Embodiment A155. A compound according to embodiment A154, wherein 
at least two of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

25 Embodiment A1 56. A compound according to embodiment A1 55, wherein 
at least three of R 23 , R 24 , R 25 , and R 26 are hydrogen. 
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Embodiment A1 57. A compound according to any one of the embodiments A1 to A156, 
wherein 

L 2 is a direct bond, C^alkylene, (Walkenylene, C2-e-alkynylene, -N-R 20 -, 
-d.«-alkylene-N(R 20 )-, -Ca-^-alkenylene-NfR 20 )-, or -Ca-e-alkynytene-NfR 20 )-, wherein 
5 R 20 is as defined in embodiment A1 . 

Embodiment A1 58. A compound according to any one of the embodiments A1 to A1 53, 
wherein 

L 2 is -N-R 20 -, -alkylene-NfR 20 )-, -alkenylene-NfR 20 )-, or -alkynylene-NfR 20 )-, wherein 
R 20 is as defined in embodiment A1. 

1 0 Embodiment A1 59. A compound according to embodiment A1 57 or embodiment A1 58, 



20 Embodiment A162. A compound according to any one of the embodiments A1 to A160, 
wherein 



wherein 



L 2 is -N-R 20 -, -C^-alkylene-NfR 20 )-, -C^-alkenylene-NfR 20 )-, or 
-C 2 -e-alkynylene-N(R 20 )-, wherein 

R 20 is as defined in embodiment A1. 



1 5 Embodiment A1 60. A compound according to embodiment A1 59, wherein 
L 2 is -N-R 20 -, wherein 

R 20 is as defined in embodiment A1. 



Embodiment A1 61. A compound according to embodiment A157, wherein 
L 2 is a direct bond. 



25 



R 20 is hydrogen, or 

R 20 is C^-alkyl, C 2 ^-alkenyl, C 2 ^-alkynyl, C^ 10 -cycloalkyl-W 3 -, 
C^o-heterocyclyl-W 3 -, C^o-aryl-W 3 -, or C^io-heteroaryl-W 3 -, c 
with one or more substituents R 30 , R 31 , and R 32 wherein 



optionally substituted 



W 3 . R 30 , R 31 , and R 32 are as defined in embodiment A1. 



Embodiment A1 63. A compound according to embodiment A162, wherein 
W 3 is alkylene. 
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Embodiment A164. A compound according to embodiment A163, wherein 
W 3 isCWalkylene. 

Embodiment A1 65. A compound according to embodiment A1 62, wherein 
W 3 is a direct bond. 



5 Embodiment A1 66. A compound according to any one of the embodiments A1 to A1 60, 
wherein 

R 20 is hydrogen, Chalky!, C^-alkenyl, or (Walkynyl, optionally substituted with 
one or more substituents R 30 , R 31 , and R 32 , wherein 

R 30 , R 31 , and R 32 are as defined in embodiment A1 . 



1 0 Embodiment A1 67. A compound according to any one of the embodiments A1 62 to A1 66, 
wherein 

R 20 is hydrogen, or 

R 20 is C^-alkyl, C^-alkenyl, or Ci^-alkynyl, optionally substituted with one or more 
substituents R 30 , R 3 \ and R 32 , wherein 
15 R 30 , R 31 t and R 32 are as defined in embodiment A1 . 



Embodiment A168. A compound according to any one of the embodiments A1 to A167, 
wherein 

R 30 , R 3 \ and R 32 independently of each other are selected from -CHF 2 , -CF 3 , -OCF 3l 
-OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -S(0)2CF 3 , -SCF 3 , OR 52 , -NR^R 53 , -SRs 2 , 
20 -NR 52 S(0) 2 R 53 , -SfO^NR^R 53 , -SfOJNR^R 53 , -S(0)R 52 , -SfOkR 52 , -CfOJNR^R 53 , 

-OCfONR^R 53 , -NR^CfCOR 53 , -CH 2 C(0)NR S2 R 53 , -OCH^CONR^R 53 , -CH 2 OR 52 , 
-CH 2 NR 52 R 53 , -OC^R 52 , -CfOJR^and -CfOJOR 52 , wherein 
R 52 and R 53 are as defined in embodiment A1 . 



Embodiment A1 69. A compound according to embodiment A168, wherein 
25 R 52 and R 53 , when attached to the same nitrogen atom, together with the said 

nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds. 
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Embodiment A170. A compound according to any one of the embodiments A1 to A168 t 
wherein 

R 52 and R 53 independently of each other are hydrogen, d-a-alkyl, aryl-C^alkylene- 
heteroaryl-C^-alkylene- heteroaryl, or aryl. 

5 Embodiment A171 . A compound according to embodiment A170, wherein 
R 52 and R 53 independently of each other are hydrogen, d^-alkyi, 
aryl-d^-alkylene-or aryl. 

Embodiment A172. A compound according to embodiment A171, wherein 
R 52 and R 53 independently of each other are hydrogen or C^-alkyl. 

10 Embodiment A173. A compound according to embodiment A172, wherein 
R 52 is hydrogen. 

Embodiment A174. A compound according to embodiment A172 or embodiment A173 f 
wherein 

R 53 is hydrogen. 

15 Embodiment A1 75. A compound according to embodiment A1 67, wherein 
R 20 is hydrogen. 

Embodiment A176. A compound according to any one of the embodiments A1 to A175, 
wherein 

L 3 is -C(Oh -C(0>-C(0)- or -C(0)CH 2 C(0)-. 

20 Embodiment A1 77. A compound according to embodiment A1 76 wherein 
L 3 is -C(OK 

Embodiment A178. A compound according to embodiment A176 wherein 
L 3 is -C(0)-C(OK 



Embodiment A179. A compound according to embodiment A176 wherein 
25 L 3 is -C(0)CH 2 C(0)-. 
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Embodiment A180. A compound according to any one of the embodiments A1 to A179, 
wherein 

R 1 is hydrogen, or 

R 1 is d-e-aikyl, (Waikenyl, C 2 -6-alkynyt f C^o-cycloalkyl-W 4 -, <^ 10 -heteixxydyl-W 4 - t 
5 QMo-aryl-W 4 -, or C^io-heteroaryl-W 4 -, optionally substituted with one or more 

substituents R 33 , R 34 , and R 35 , wherein 

W 4 , R 33 , R 34 , and R 35 are as defined in embodiment A1. 

Embodiment A181 . A compound according to embodiment A180, wherein 
W 4 is alkylene. 

1 0 Embodiment A1 82. A compound according to embodiment A1 81 , wherein 
W 4 is C 2 -6-alkylene. 

Embodiment A183. A compound according to embodiment A180, wherein 
W 4 is a direct bond. 

Embodiment A184. A compound according to any one of the embodiments A1 to A176, 
15 wherein 

R 1 is hydrogen, C^-alkyl, C^e-alkenyl, or C 2 ^-alkynyl, optionally substituted with one 
or more substituents R 33 , R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined in embodiment A1. 

Embodiment A185. A compound according to any one of the embodiments A180 to A184, 
20 wherein 

R 1 is hydrogen, C^alkyl, C2-e-alkenyl, or C^-alkynyl. optionally substituted with one 
or more substituents R 33 , R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined in embodiment A1 . 

Embodiment A186. A compound according to embodiment A185, wherein 
25 R 1 is hydrogen or Ci^-alkyl optionally substituted with one or more substituents R 33 , 

R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined in embodiment A1. 
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Embodiment A187. A compound according to any one of the embodiments A1 to A186, 
wherein 

R 33 , R 34 , and R 35 independently of each other are selected from -CHF 2 , -CF 3 , -OCF 3 , 
-OCHF* -OCH 2 CF 3 , -OCF 2 CHF 2 , -SfOkCF* -SCF 3 , -OR 52 , -NR^R 53 , -SRs* 
-NR^SfOfcR 53 . -SfOfeNR^R 53 , -SfCONR^R 53 , -SfCOR 52 , -SfOfeR 52 , -CfOJNR^R 53 . 
-OCfOJNR^R 53 , -NR^CfOR 53 , -CH^CONR^R 53 , -OCH 2 C(0)NR 52 R 53 > -CHzOR 52 , 
-CH 2 NR 52 R 53 > -OCfOJR 52 , -CfOJR^and -CfOJOR 52 , wherein 
R 52 and R 83 are as defined in embodiment A1. 

Embodiment A1 88. A compound according to embodiment A1 86, wherein 

R 52 and R 53 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds. 

Embodiment A189. A compound according to embodiment A186, wherein 

R 52 and R 53 independently of each other are hydrogen, C^-alkyl, aryl-d-e-alkylene- 
heteroaryl-d^alkylene- heteroaryl, or aryl. 

Embodiment A1 90. A compound according to embodiment A1 89, wherein 
R 52 and R 53 independently of each other are hydrogen, C^alkyl, 
aryl-C^alkylene-or aryl. 

Embodiment A191. A compound according to embodiment A190, wherein 
R 52 and R 53 independently of each other are hydrogen or C^-alkyl. 

Embodiment A192. A compound according to embodiment A191 , wherein 
R 52 is hydrogen. 

Embodiment A193. A compound according to embodiment A191 or embodiment A192, 
wherein 

R 53 is hydrogen. 

Embodiment A194. A compound according to embodiment A186, wherein 
R 1 is hydrogen. 
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Embodiment A195. A compound according to any one of the embodiments A1 to A194, 
wherein 

G 2 is heteroaryl, fused heterocyclylheteroaryl, or fused cycloalkylheteroaryl, 
optionally substituted with one or more substituents R 43 , R 44 , and R 45 , wherein said 
heteroaryl group posesses a nitrogen atom adjacent to the atom joining G 2 with 
-N(R 1 h and wherein 

R 43 , R 44 , and R 45 are as defined in embodiment A1 . 



Embodiment A196. A compound according to embodiment A195, wherein 

G 2 is fused cycloalkylheteroaryl optionally substituted with one or more substituents 
R 43 . R 44 , and R 45 , wherein said heteroaryl group posesses a nitrogen atom adjacent 
to the atom joining G 2 with -N(R 1 h and wherein 

R 43 , R 44 , and R 45 are as defined in embodiment A1. 



Embodiment A197. A compound according to embodiment A196 wherein 

G 2 is fused cycloalkylthiazolyl optionally substituted with one or more substituents 
R 43 , R 44 , and R 45 , and wherein 

R 43 , R 44 , and R 45 are as defined in embodiment A1 . 



Embodiment A198. A compound according to embodiment A197, wherein 
G 2 is fused cycloalkylthiazolyl optionally substituted with -COOH 

Embodiment A199. A compound according to embodiment A195, wherein 

G 2 is heteroaryl optionally substituted with one or more substituents R 43 , R 44 , and 
R 45 , wherein said heteroaryl group posesses a nitrogen atom adjacent to the atom 
joining G 2 with -N(R 1 )-, and wherein 

R 43 , R 44 , and R 45 are as defined in embodiment A1 . 

Embodiment A200. A compound according to embodiment A199, wherein 

G 2 is furanyl, thienyl, thiophenyl, pyrrolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, 
thiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, thiadiazolyl, isothiazolyl, pyridinyl, 
pyridazinyl, pyrazinyl, pyrimidinyl, quinolinyl, isoquinolinyl, benzofuranyl, 
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benzothiophenyl, indolyl, or indazoly!, optionally substituted with one or more 
substituents R 43 , R 44 , and R 45 , wherein 

R 43 , R 44 , and R 45 are as defined in embodiment A1 . 
Embodiment A201 . A compound according to embodiment A200 wherein G 2 is thiazolyl, 
5 optionally substituted with one or more substituents R 43 , R 44 , and R 45 , wherein 
R 43 , R 44 , and R 45 are as defined in embodiment A1 . 
Embodiment A202. A compound according to embodiment A201 wherein G 2 is 

^ 44 r>44 

R . or R 

wherein 

1 0 R 43 and R 44 are as defined in embodiment A1 . 

Embodiment A203. A compound according to embodiment A202 wherein G 2 is 

L R 43 
wherein 

R^is as defined in embodiment A1. 
1 5 Embodiment A204. A compound according to embodiment A202 wherein G 2 is 

wherein 

R^and R 44 are as defined in embodiment A1 . 
Embodiment A205. A compound according to embodiment A200 wherein G 2 is 

S-N 

wherein 

R^is as defined in embodiment A1. 
Embodiment A206. A compound according to embodiment A202 wherein G 2 is 



20 
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t 




wherein 

R 44 is as defined in embodiment A1. 

Embodiment A207. A compound according to any one of the embodiments A1 to A2Q6, 
5 wherein 

R 43 , R 44 , and R 45 independently of each other are selected from 
-CN, -N0 2 , -SCF 3 , -OR 54 , -NR^R 55 , -SR 54 , -S^^R^R 55 , 

-SfOJNR^R 55 , -SfOR 54 , -SfOfcR 54 , -C(0)NR 54 R 55 f -OCtOJNR^R 55 , -NR^CfOJR 55 , 

halogen, -S-d-e-alkylene-OR 54 , -S^rd-e-alkylene-OR 54 , -d^-alkylene-S-R 54 , 
1 0 -d-e-alkylene-SCOJR 54 , -C^alkylene-SfOkR 54 , -d^alkylene-NCR^SfOfcR 55 , 

-N(R 54 )S(0) 2 R S5 I -C^-alkytene-CfOJNR^R 55 , -C 1 ^alkylene-N(R 54 )C(0)R 55 , 

-NKR^CCOJR 56 , -d^altyene-NfR^CfOJNR^R* 

C^alkylene-NH^NR^NR^R 56 , -C^-alkylene-NfR^CfOPR* 

-N^MOJOR 55 , -d-e-alkylene-CfOJOR 54 , -OChfeCfOJNR^R 55 , -0(CH 2 ) 1 ^OR 54 , 
1 5 -C^alkylene-OR 54 , -C 1 ^alkylene-C(0)R 54 , -d-e-alkylene-NR^R 55 , 

-d^alkylene=N-0-R 54 ,-d-e-alkylene-N(R 54 )S(0) 2 NR 55 R 56 , -hUR^SfO^NR^R 56 , 

-NfR^SfOkNR^R 56 . -OCfOJR 54 , -CtOJNKR^SCOkR 55 , 

-d.e-alkylene-CCR^N-OR 55 , -NHC(=NR 54 )NR 55 R 56 , 

-d^alkylene-N=C(N(R 54 R 55 )) 2 , -N=C(N(R 54 R 55 )) 2> -CfOJR^and -CfOJOR 64 ; or 
20 d-e-alkyl or C 2 *-alkenyl , each of which may optionally be substituted with one or 

more substituents independently selected from halogen, R 54 , -CN, -CF 3 , -OCF 3 , - 

OR 54 , -CfOJOR 54 , -NR^R 55 and d-6-alkyl; or 

C^o-cycloalkyl, heterocyclyl, C^io-cycloalkyl-Ci^-alkylene-, 

C3.io-cycloalkyl-d-6-alkoxy-, C^io-cycloalkyloxy, heterocyclyl-d-e-alkylene% of which 
25 the heterocyclyl moieties optionally may be substituted with one or more 

substituents independently selected from R 70 ; or 

aryl, aryloxy, aryl-d-e-alkoxy-, aryl-d^e-alkylene-, heteroaryl, 

heteroaryl-d-e-alkylene-, of which the aryl and heteroaryl moieties optionally may be 

substituted with one or more substituents selected from halogen, -CfOJOR 54 , -CN, 
30 -CF 3 , -OCF 3f -N0 2 , -OR 54 , -NR^R 55 or d^-alkyl, wherein 

R 54, R 55 and R 56 are as defined in embodiment A1. 
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Embodiment A208. A compound according to embodiment A207 t wherein 
R 43 , R 44 , and R 45 independently of each other are selected from 
-OR 54 , -NR^R 55 , -SR 54 , -SPJR 54 , -S(0) 2 R M f -CfOJNR^R 55 , halogen, 
-S-C^-alkylene-OR 54 , -d-e-alkylene-S-R 54 , -Ci^alkyiene-SPJR 54 , 
-d^-alkyiene-S^^R 54 , -d^alkylene-N^SfOfcR 55 , -d^lWene-CtOJNR^R 55 , 
-d^lkylene-NfR^dOJR 55 , •C,^ r alky!ene-N(R 54 )C(0)NR 55 R 56 > 
Ci^alkylene-NHC(=NR 54 )NR 55 R 56 ,-C 1 - 6 -alkylene-N(R 54 )C(0)OR 55 t 
-d^ltyene-CfOJOR 54 , -d-e-alkylene-O-R 54 , -C^-alkylene-CfOJR 54 , 
-d^-alkylene-NR^R 55 , -d-e-alkylene=N-0-R 54 , -C 1 ^alkylene-N=C(N(R 54 R 55 )) 2 , 
-N=C(N(R 54 R 55 )) 2 , -CfOJR^and -CfOPR 54 ; or 

Ci-e-alkyt optionally substituted with one or more substituents independently 
selected from halogen, R 54 , -CN, -CF 3 , -OCF 3 , OR 54 , -CCOJOR 54 , -NR^R 55 and 
Ci^-alkyl; or 

Heterocyclyl or heterocyclyl-Ci-e-alkylene-, of which the heterocyclyl moieties 
optionally may be substituted with one or more substituents independently selected 
from R 70 ; or 

aryl, aryl-Ci.e-alkylene-, heteroaryl, heteroaryl-d^-alkylene-, of which the aryl and 
heteroaryl moieties optionally may be substituted with one or more substituents 
selected from halogen, -CfOJOR 54 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 54 , -NR^R 55 or 
Ci^-alkyl, wherein 

R 54. R f>s pa an(J R 7o are as defjned in embodiment A1 . 

Embodiment A209. A compound according to embodiment A208, wherein 
R 43 , R 44 , and R 45 independently of each other are selected from 
-SR 54 , -SfOJR 54 , -Sp^R 54 , halogen, -C^-alkylene-S-R 54 , -C^alkylene-S^JR 54 , 
-C^-alkylene-SfOkR 54 , -C 1 ^-alkylene-N(R 54 )C(0)OR 55 , -C^alkylene-CfOPR 54 , 
-C^-alkylene-O-R 54 , -C^alkylene-NR^R 55 , -C^-alkylene-CfOJR 54 , -C(0)R M and 
-CfOJOR 54 ; or 

C^-alkyl optionally substituted with one or more substituents independently 
selected from halogen, R 54 , -CN, -CF 3 , -OCF 3 . -OR 54 , -CfOJOR 54 , -NR^R 55 and 
C^-alkyl; or 

Heterocyclyl or heterocyclyl-d^-alkylene-, of which the heterocyclyl moieties 
optionally may be substituted with one or more substituents independently selected 
from R 70 ; or 
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heteroaryl or heteroaryl-d-e-alkylene-, of which the aryl and heteroaryl moieties 
optionally may be substituted with one or more substituents selected from halogen, 
-CJOPR 54 , -CN f -CF 3 . -OCF3, -N0 2 , -OR 54 , -NR^R 55 or d-e-alkyl, wherein 
R 54, pss^ R » and R 7o are as defjned j n embodiment A1. 

Embodiment A210. A compound according to embodiment A209, wherein 
R 43 , R 44 , and R 45 independently of each other are selected from 
-SR 54 , -SfOkR 54 , halogen.-d^alkylene-CfOPR 54 , and -C(0)OR 54 ; or 
Heterocyclyl or heterocyclyt-d-e-alkylene-, of which the heterocyclyl moieties 
optionally may be substituted with one or more substituents independently selected 
fromR 70 ; or 

heteroaryl or heteroaryl-C 1 .e-alkylene-, of which the heteroaryl moieties optionally 
may be substituted with one or more substituents selected from halogen, 
-CfOJOR 54 , -CN, -CF 3 , -OCF3, -N0 2 , -OR 54 , -NR^R 55 or C^-alkyl, wherein 
R 54 , R 55 , R 56 , and R 70 are as defined in embodiment A1. 

Embodiment A21 1. A compound according to embodiment A210, wherein 
R 43 , R 44 , and R 45 independently of each other are selected from 
-SR 54 . -StO^R 54 , halogen,-C 1 ^alkylene-C(0)OR 54 , and -CfOJOR 54 ; or 
heterocyclyl-Ci-6-alkylene-, wherein 

heterocyclyl is selected from imidazolyl, piperidyl, piperazinyl, and morpholinyl, and 
of which the heterocyclyl moieties optionally may be substituted with one or more 
substituents independently selected from R 70 ; or 

heteroaryl or heteroaryl-d-e-alkylene-, wherein heteroaryl is selected from thiazolyl, 

triazolyl, or tetrazolyl, and of which the heteroaryl moieties optionally may be 

substituted with one or more substituents selected from halogen, -CfOJOR 54 , -CN, 

-CF 3t -OCF3, -N0 2 , -OR 54 , -NR^R 55 or d-e-alkyl, wherein 

R 54 , R 55 , R 56 , and R 70 are as defined in embodiment A1. 
Embodiment A21 2. A compound according to embodiment A209, wherein 

R 43 , R 44 , and R 45 independently of each other are selected from 

-Ci^-alkylene-S-R^.-C^-alkylene-O-R 54 , -d-e-alkylene-SfOfeR 54 or 

-d^alkylene-NR^R 55 , wherein 

R 54 and R 55 are as defined in embodiment A1 . 
Embodiment A213. A compound according to embodiment A209, wherein 

R 43 is -Ct-e-alkylene-S-R 54 , wherein 
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R 54 is as defined in embodiment A1. 
Embodiment A214. R 43 is -d-e-alkylene-O-R 54 , wherein 

R 54 is as defined in embodiment A1 . 
Embodiment A215. R 43 is -d-e-alkylene-NR^R 55 , wherein 
5 R 54 and R 55 are as defined in embodiment A1 . 

Embodiment A216. R 43 is -d-e-alkylene-SfOfcR 54 , wherein 

R 54 is as defined in embodiment A1. 
Embodiment A217. A compound according to any one of the embodiments A207 to A210 
wherein R 43 is heteroaryl or heteroaryl-Ci-e-alkylene- optionally substituted with one or more 

1 0 substituents selected from halogen, -CfOJOR 54 , -CN, -CF 3i -OCF 3 , -N0 2t -OR 54 . -NR^R 55 or 
Ct-e-alkyl, wherein R 54 and R 55 are as defined in embodiment A1. 
Embodiment A218. A compound according to embodiment A217 wherein R 43 is heteroaryl 
optionally substituted with one or more substituents selected from halogen, -CfOJOR 54 , -CN, 
-CF 3f -OCF 3 , -N0 2 , -OR 54 , -NR^R 55 or C^-alkyl, wherein R 54 and R 55 are as defined in 

15 embodiment A1. 

Embodiment A219. A compound according to embodiment A217 wherein R 43 is 
heteroaryt-d-e-alkylene- optionally substituted with one or more substituents selected from 
halogen, -CfOJOR 54 , -CN, -CF 3 , -OCF 3 , -N0 2l -OR 54 , -NR^R 55 or d^-alkyl, wherein R 54 and 
R 55 are as defined in embodiment A1. 

20 Embodiment A220. A compound according to any one of the embodiments A207 to A21 1 
wherein R 70 is =O f methyl or C(0)OR 75 . 

Embodiment A221. A compound according to any one of the embodiments A207 to A21 1 
wherein R 70 is -C(OpH 

Embodiment A222. A compound according to any one of the embodiments A207 to A21 1 
25 wherein R 70 is -(CH 2 )^C(0)OH. 

Embodiment A223. A compound according to any one of the embodiments A207 to A21 1 
wherein R 70 is -S(0)aCH 3 . 

Embodiment A224. A compound according to embodiment A21 1 wherein R 43 is 
-C^-alkylene-CfOJOR 54 . 
30 Embodiment A225. A compound according to embodiment A224 wherein R 43 is 
-CHa-CfOJOR 54 . 

Embodiment A226. A compound according to embodiment A21 1 wherein R 44 is -SR 54 . 
Embodiment A227. A compound according to embodiment A21 1 wherein R 44 is -S(0) 2 R 54 . 
Embodiment A228. A compound according to embodiment A21 1 wherein R 44 is halogen. 
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Embodiment A229. A compound according to any one of the embodiments A1 to A228 
wherein 

R 54 , R 55 and R* independently of each other are hydrogen, Ct^-alkyt, 
aryl-C^alkylene-, heteroaryl-Ci^-alkylene- f heterocyclyl, 
5 heterocyclyl-C^-alkylene-, heteroaryl, or aryl, each of which is optionally substituted 

with one or more substituents independently selected from R 71 ; 
or 

R 54 and R 56 independently of each other are hydrogen or 
-(CHR^CHR'VW 8 , 

10 or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds, and optionally substituted with one or 

1 5 more C^-alkyl groups, 

wherein R 7 \ R 72 , R 73 , u, v, and W 8 are as defined in embodiment A1. 
Embodiment A230. A compound according to embodiment A229 wherein 

R 54 , R 55 and R 56 independently of each other are hydrogen, C^-alkyl, heterocyclyl, 
heterocyclyl-C^-alkylene-, heteroaryl, or aryl, each of which is optionally substituted 

20 with one or more substituents independently selected from R 71 ; 

or 

R 54 and R 55 independently of each other are hydrogen or 

-(CHR^CHR 73 )^ 6 , 
wherein R 71 , R 72 , R 73 , u, v, and W 8 are as defined in embodiment A1 . 
25 Embodiment A231 . A compound according to any one of the embodiments A1 to A230 
wherein 

R 54 , R 55 and R 56 independently of each other are hydrogen, methyl, ethyl, propyl, 
butyl, isopropyl, isobutyl, sec-butyl, fert-butyl, 3-pentyl, 2-pentyt, or 3-methyl-butyl. 
Embodiment A232. A compound according to embodiment A231 wherein 
30 R 54 , R 55 and R 56 independently of each other are hydrogen, methyl, ethyl, propyl, 

butyl, isopropyl, isobutyl, sec-butyl, or fert-butyl. 
Embodiment A233. A compound according to embodiment A232 wherein 

R 54 , R 55 and R 58 independently of each other are hydrogen, methyl, ethyl, propyl, 
butyl, isopropyl, isobutyl, sec-butyl, or fert-butyl. 
35 Embodiment A234. A compound according to embodiment A233 wherein 
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R 54 , R 55 and R 56 independently of each other are hydrogen, methyl or ethyl. 
Embodiment A235. A compound according to embodiment A234 wherein 
R 54 is hydrogen. 

Embodiment A236. A compound according to any one of the embodiments A1 to A230 
5 wherein 

R 54 , R 55 and R 56 independently of each other are oxetanyl, tetrahydrofuranyl, 
tetrahydropyranyl, oxepanyl, azetidyl, pyrrolidyl, piperidyl, hexahydroazepinyl, 
thietanyl, thiolanyl, tetrahydrothiopyranyl, thiepanyl, 1 ,4-oxathianyl, 1 ,3-dioxolanyl, 
1,2-dithiolanyl, 1 ,3-dithiolanyt, hexahydro-pyridazinyl, imidazolidyl, 1,3-dioxanyl, 
10 morpholinyl, 1,3-dithianyt, 1,4-dioxanyl, 1 ,4-dithianyl, or thiomorpholinyl, each of 

which is optionally substituted with one or more substituents independently selected 
from R 7 \ wherein R 71 is as defined in embodiment A1 . 
Embodiment A237. A compound according to embodiment A236 wherein 

R 54 , R 55 and R 56 independently of each other are tetrahydropyranyl, oxepanyl, 
15 piperidyl, hexahydroazepinyl, tetrahydrothiopyranyl, thiepanyl, 1 ,4-oxathianyl, 1,3- 

dithiolanyl, hexahydro-pyridazinyl,1,3-dioxanyl, morpholinyl, 1,3-dithianyl, 1,4- 
dioxanyl, 1 ,4-dithianyl, or thiomorpholinyl, each of which is optionally substituted 
with one or more substituents independently selected from R 71 , wherein R 71 is as 
defined in embodiment A1. 
20 Embodiment A238. A compound according to embodiment A237 wherein 
R 54 , R 55 and R 56 independently of each other are tetrahydropyranyl, piperidyl, 
tetrahydrothiopyranyl, 1 ,4-oxathianyl, hexahydro-pyridazinyl, morpholinyl, 1,4-dioxanyl, 1,4- 
dithianyl, or thiomorpholinyl, each of which is optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in embodiment A1 . 
25 Embodiment A239. A compound according to embodiment A238 wherein 

R 54 , R 55 and R 56 independently of each other are tetrahydropyranyl, piperidyl, 
tetrahydrothiopyranyl, or morpholinyl, each of which is optionally substituted with 
one or more substituents independently selected from R 7 \ wherein R 71 is as defined 
in embodiment A1. 

30 Embodiment A240. A compound according to embodiment A239 wherein 

R 54 , R 55 and R 56 independently of each other are piperidyl or morpholinyl, each of 
which is optionally substituted with one or more substituents independently selected 
from R 71 , wherein R 71 is as defined in embodiment A1 . 
Embodiment A241 . A compound according to embodiment A240 wherein 

35 R 54 , R 55 and R 56 independently of each other are piperidyl or morpholinyl. 
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242. 

Embodiment A243. A compound according to any one of the embodiments A1 to A230 
wherein 

R 54 , R 55 and R 56 independently of each other are furanyl, thienyl, thiophenyl, pynolyl, 
5 imidazolyl, pyrazolyl, triazolyl, tetrazolyl, thiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, 

thiadiazolyl, isothiazolyl, pyridinyl, pyridazinyl, pyrazinyt, pyrimidinyl, quinolinyl, 
isoquinolinyl, benzofuranyl, benzothiophenyl, indolyl, purinyl, or indazolyl, each of 
which is optionally substituted with one or more substituents independently selected 
from R 71 , wherein R 71 is as defined in embodiment A1 . 

1 0 Embodiment A244. A compound according to embodiment A243 wherein 

R 54 , R 55 and R 56 independently of each other are furanyl, thienyl, thiophenyl, pyrrolyl, 
imidazolyl, pyrazolyl, triazolyl, tetrazolyl, thiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, 
thiadiazolyl, isothiazolyl, pyridinyl, pyridazinyl, pyrazinyl, pyrimidinyl, benzofuranyl, 
indolyl, or purinyl, each of which is optionally substituted with one or more 

15 substituents independently selected from R 71 , wherein R 71 is as defined in 

embodiment A1. 

Embodiment A245. A compound according to embodiment A244 wherein 

R 54 , R 55 and R 56 independently of each other are imidazolyl, triazolyl, tetrazolyl, 
thiazolyl, pyridinyl, pyrimidinyl, benzofuranyl, indolyl, or purinyl, each of which is 

20 optionally substituted with one or more substituents independently selected from 

R 71 , wherein R 71 is as defined in embodiment A1. 
Embodiment A246. A compound according to embodiment A245 wherein 

R 54 , R 65 and R 56 independently of each other are imidazolyl, triazolyl, tetrazolyl, 
thiazolyl, pyridinyl, pyrimidinyl, or purinyl, each of which is optionally substituted with 

25 one or more substituents independently selected from R 71 , wherein R 71 is as defined 

in embodiment A1. 
Embodiment A247. A compound according to embodiment A246 wherein 

R 54 , R 55 and R 56 independently of each other are imidazolyl, triazolyl, tetrazolyl, 
thiazolyl, pyridinyl, pyrimidinyl, each of which is optionally substituted with one or 

30 more substituents independently selected from R 71 , wherein R 71 is as defined in 

embodiment A1 . 

Embodiment A248. A compound according to embodiment A247 wherein R 54 is imidazolyl 
optionally substituted with one or more substituents independently selected from R 71 , wherein 
R 71 is as defined in embodiment A1. 
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Embodiment A249. A compound according to embodiment A247 wherein R 54 is triazolyl 
optionally substituted with one or more substituents independently selected from R 71 , wherein 
R 71 is as defined in embodiment A1 . 

Embodiment A250. A compound according to embodiment A247 wherein R 54 is tetrazolyl 
5 optionally substituted with one or more substituents independently selected from R 7 \ wherein 
R 71 is as defined in embodiment A1. 

Embodiment A251 . A compound according to embodiment A247 wherein R 54 is thiazolyl 
optionally substituted with one or more substituents independently selected from R 71 , wherein 
R 71 is as defined in embodiment A1. 
10 Embodiment A252. A compound according to embodiment A247 wherein R 54 is pyridinyl 

optionally substituted with one or more substituents independently selected from R 7 \ wherein 
R 71 is as defined in embodiment A1. 

Embodiment A253. A compound according to embodiment A247 wherein R 54 is pyrimidinyl 
optionally substituted with one or more substituents independently selected from R 7 \ wherein 
15 R 71 is as defined in embodiment A1 . 

Embodiment A254. A compound according to embodiment A246 wherein R 54 is purinyl 
optionally substituted with one or more substituents independently selected from R 7 \ wherein 
R 71 is as defined in embodiment A1 . 

Embodiment A255. A compound according to any one of the embodiments A1 to A254 
20 wherein R 71 is methyl or =0. 

Embodiment A256. A compound according to any one of the embodiments A1 to A254 
wherein R 71 is-C(0)OH 

Embodiment A257. A compound according to any one of the embodiments A1 to A254 
wherein R 71 is -(CH 2 )^C(0)OH. 
25 Embodiment A258. A compound according to any one of the embodiments A1 to A254 
wherein R 70 is -(CH 2 )i^NR 75 R 76 . 

Embodiment A259. A compound according to any one of the embodiments A1 to A230 
wherein u is 0 or 1. 

Embodiment A260. A compound according to embodiment A259 wherein u is 0. 
30 Embodiment A261 . A compound according to embodiment A259 wherein u is 1 . 

Embodiment A262. A compound according to any one of the embodiments A1 to A230 
wherein v is 0 or 1. 

Embodiment A263. A compound according to embodiment A262 wherein v is 0. 
Embodiment A264. A compound according to embodiment A262 wherein v is 1 . 
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Embodiment A265. A compound according to any one of the embodiments A1 to A230 
wherein u is 0 and v is 1 . 

Embodiment A266. A compound according to any one of the embodiments A1 to A230 
wherein u and v are both 0. 
5 Embodiment A267. A compound according to any one of the embodiments A1 to A230 or 
A259 to A266 wherein R 72 and R 73 are independently selected from hydrogen, hydroxy or - 
C(0)OR 75 . 

Embodiment A268. A compound according to embodiment A267 wherein R 72 and R 73 are 
independently selected from hydrogen or -C(0)OR 75 , wherein R 75 is as defined in 
10 embodiment A1. 

Embodiment A269. A compound according to embodiment A267 wherein R 72 and R 73 are 
hydrogen. 

Embodiment A270. A compound according to any one of the embodiments A1 to A230 or 
A259 to A269 wherein 
15 W 6 is -O-R 75 , -C(0)0-R 75 , -TO 75 , -NR 75 R 76 , -NHCH 2 C(0)R 75 , 



-NHC(0)R 75 , -S(0) 2 R 75 , -NHS(0) 2 R 75 , or 

W 6 is heterocyclyl, wherein R 75 and R 76 are as defined in embodiment A1. 



Embodiment A271 . A compound according to embodiment A270 wherein 



25 



20 



W 6 is -O-R 75 , -C(0)0-R 75 , -C(0)-R 75 , -NR 75 R 76 , -NHCH 2 C(0)R 75 , 
-NHC(0)R 75 , -S(0) 2 R 75 , -NHS(0) 2 R 75 , or 

W e is oxetanyl, tetrahydrofuranyl, tetrahydropyranyl, oxepanyl, azetidyl, 
pyrroiidyl, piperidyt, hexahydroazepinyl, thietanyl, thiolanyl, 
tetrahydrothiopyranyl, thiepanyl, 1,4-oxathianyl, 1,3-dioxolanyl, 1,2- 
dithiolanyl, 1,3-dithioIanyl, hexahydro-pyridazinyl, imidazolidyl, 1,3-dioxanyl, 
morpholinyl, 1,3-dithianyl, 1 ,4-dioxanyl, 1,4-dithianyl, or thiomorpholinyl, 
wherein R 7S and R 76 are as defined in embodiment A1. 



Embodiment A272. A compound according to embodiment A270 wherein 

W 8 is -OR 75 , -C(0)0-R 75 , -C(0)-R 75 , -NR 75 R 78 , -NHCH 2 C(0)R 75 , 



30 



-NHC(0)R 75 , -S(0) 2 R 75 , -NHS(0) 2 R 75 , or 
W 6 is tetrahydropyranyl, oxepanyl, piperidyl, hexahydroazepinyl, 
tetrahydrothiopyranyl, thiepanyl, 1,4-oxathianyl, morpholinyl, 1 ,4-dioxanyl, 
1,4-dithianyl, or thiomorpholinyl, wherein R 75 and R 76 are as defined in 
embodiment A1. 



Embodiment A273. A compound according to embodiment A272 wherein 
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W 8 is -O-R 75 , -C(0)O-R 75 , -CCOJ-R 75 . -NR 75 R 76 , -NHCH 2 C(0)R 75 , 
-NHC(0)R 75 , -S(0) 2 R 75 ( -NHS(0) 2 R 75 , or 

W 8 is tetrahydropyranyl, piperidyl, tetrahydrothiopyranyl, or morpholinyU 
wherein R 75 and R 76 are as defined in embodiment A1. 
5 Embodiment A274. A compound according to embodiment A273 wherein 

V^is-O-RVcpjO-R 75 , -NR TO R 78 , -NHCtOJR 75 , -SfOfeR 75 , or 

W 6 is tetrahydropyranyl, piperidyl, tetrahydrothiopyranyl, or morpholinyl, 

wherein R 75 and R 76 are as defined in embodiment A1. 

Embodiment A275. A compound according to embodiment A274 wherein 
10 W 6 is -O-R 75 , or -C(0)0-R 75 , wherein R 75 is as defined in embodiment A1 . 

Embodiment A276. A compound according to embodiment A275 wherein W 6 is -C(0)0-R 75 , 

wherein R 75 is as defined in embodiment A1 

Embodiment A277. A compound according to any one of the embodiments A1 to A230 or 
A259 to A276 wherein R 75 and R 78 are independently selected from hydrogen, -OH, or 
1 5 Ct^-alkyl optionally substituted with -NH 2 . 

Embodiment A278. A compound according to embodiment A277 wherein R 75 and R 78 are 
independently selected from hydrogen, -OH, or methyl. 

Embodiment A279. A compound according to embodiment A278 wherein R 75 and R 78 are 
independently selected from hydrogen or -OH. 
20 Embodiment A280. A compound according to embodiment A279 wherein R 76 is hydrogen. 

Embodiment A281. A compound according to any one of the embodiments A1 to A280, 
which compound is an activator of glucokinase, when tested in the Glucokinase Activation 
Assay (I) disclosed herein at a glucose concentration of 2 mM. 

Embodiment A282. A compound according to any one of the embodiments A1 to A281, 
25 which compound is an activator of glucokinase, when tested in the Glucokinase Activation 
Assay (I) disclosed herein at a glucose concentration of from 10 to 15 mM. 

Embodiment A283. A compound according to any one of the embodiments A1 to A282, 
which compound, at a concentration of 30 pM, is capable of providing an at least 1.5, such 
as at least 1.7, for instance at least 2.0 fold activation of glucokinase in the Glucokinase 
30 Activation Assay (I) disclosed herein at a glucose concentration of 2 mM. 
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Embodiment A284. A compound according to any one of the embodiments A1 to A283, 
which compound, at a concentration of 30 pM, is capable of providing an at least 1.5, such 
as at least 1.7, for instance at least 2.0 fold activation of glucokinase in the Glucokinase 
Activation Assay (I) disclosed herein at a glucose concentration of from 10 to 15 mM. 

5 Embodiment A285. A compound according to any one of the embodiments A1 to A284, 
which at a concentration of 5 pM is capable of providing an at least 1 .5, such as at least 1 .7, 
for instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay (I) 
disclosed herein at a glucose concentration of 2 mM. 

Embodiment A286. A compound according to any one of the embodiments A1 to A285, 
10 which at a concentration of 5 pM is capable of providing an at least 1 .5, such as at least 1.7, 
for instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay (I) 
disclosed herein at a glucose concentration of from 1 0 to 1 5 mM. 

Embodiment A287. A glucose kinase activator compound defined as a compound which at a 
compound concentration of at or below 30 pM at a glucose concentration of 2 mM in the 
1 5 Glucokinase Activation Assay (I) disclosed herein gives 1 .5 - fold higher glucokinase activity 
than measured at a glucose concentration of 2 mM in the Glucokinase Activation Assay (I) 
without compound, where the increase in glucokinase activity provided by the compound 
increases with increasing concentrations of glucose. 

Embodiment A288. A compound according to any one of the embodiments A1 to A286, 
20 which compound provides an increase in glucokinase activity, where the increase in 

glucokinase activity provided by the compound increases with increasing concentrations of 
glucose. 

Embodiment A289. A compound according to embodiment A287 or embodiment A288, which 
provides an increase in glucokinase activity in Glucokinase Activation Assay (I) disclosed 
25 herein at a glucose concentration of 15 mM, which increase is significantly higher than the 
increase in glucokinase activity provided by the compound in Glucokinase Activation Assay 
(I) disclosed herein at a glucose concentration of 5 mM. 

Embodiment A290. A compound according to any one of the embodiments A287 to A289, 
which at a compound concentration of 10 pM provides an increase in glucokinase activity in 
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Glucokinase Activation Assay (I) disclosed herein at a glucose concentration of 15 mM, 
which increase is significantly higher than the increase in glucokinase activity provided by the 
compound at a compound concentration of 10 pM in Glucokinase Activation Assay (I) 
disclosed herein at a glucose concentration of 5 mM. 

5 Embodiment A291 . A compound according to any one of the embodiments A287 to A290, 
which at a compound concentration of 10 pM provides an increase in glucokinase activity in 
Glucokinase Activation Assay (I) disclosed herein at a glucose concentration of 15 mM, 
which increase is at least 1.1 fold higher, such as at least 1.2 fold higher, for instance at least 
1.3 fold higher, such as at least 1.4 fold higher, for instance 1.5 fold higher, such as at least 
10 1 .6 fold higher, for instance at least 1 .7 fold higher, such as at least 1.8 fold higher, for 
instance at least 1 .9 fold higher, such as at least 2.0 fold higher than the increase in 
glucokinase activity provided by the compound at a compound concentration of 10 pM in 
Glucokinase Activation Assay (I) disclosed herein at a glucose concentration of 5 mM. 

Embodiment A292. A glucose kinase activator compound defined as a compound which at a 
15 compound concentration of at or below 30 pM at a glucose concentration of 2 mM in the 
Glucokinase Activation Assay (I) disclosed herein gives 1.5 - fold higher glucokinase activity 
than measured at a glucose concentration of 2 mM in the Glucokinase Activation Assay (I) 
without compound, which glucose kinase activator compound increases glucose utilization in 
the liver without inducing any increase in insulin secretion in response to glucose. 

20 Embodiment A293. A glucose kinase activator compound defined as a compound which at a 
compound concentration of at or below 30 pM at a glucose concentration of 2 mM in the 
Glucokinase Activation Assay (I) disclosed herein gives 1.5 - fold higher glucokinase activity 
than measured at a glucose concentration of 2 mM in the Glucokinase Activation Assay (I) 
without compound, which glucokinase activator compound shows a significantly higher 

25 activity in isolated hepatocytes compared to the activity of the glucokinase compound in lns-1 
cells. 



Embodiment A294. A compound according to any one of the embodiments A1 to A291 , 
which compound increases glucose utilization in the liver without inducing any increase in 
insulin secretion in response to glucose. 
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Embodiment A295. A compound according to any one of the embodiments A1 to A291, 
which compound shows a significantly higher activity in isolated hepatocytes compared to 
the activity of the compound in lns-1 cells. 

Embodiment A296. A compound according to any one of the embodiments A292 to A295, 
5 which compound shows a significantly higher activity in isolated hepatocytes measured as 
described in the Glucokinase Activity Assay (II) compared to the activity of the compound in 
lns-1 cells measured as described in the Glucokinase Activity Assay (III). 

Embodiment A297. A compound according to embodiment A296, which compound shows an 
activity in isolated hepatocytes measured as described in the Glucokinase Activity Assay (II) 

10 which activity is at least 1 .1 fold higher, such as at least 1 .2 fold higher, for instance at least 
1.3 fold higher, such as at least 1.4 fold higher, for instance 1.5 fold higher, such as at least 
1.6 fold higher, for instance at least 1.7 fold higher, such as at least 1.8 fold higher, for 
instance at least 1.9 fold higher, such as at least 2.0 fold higher, for instance at least a 3.0 
fold higher, such as at least a 4.0 fold higher, for instance at least 5.0 fold higher, such as at 

15 least 10 fold higher than the activity of the compound in lns-1 cells measured as described in 
the Glucokinase Activity Assay (III). 

Embodiment A298. A compound according to embodiment A296, which compound shows no 
activity in the lns-1 cells measured as described in the Glucokinase Activity Assay (III). 
Embodiment A299. A method of preventing hypoglycaemia comprising administration of a 
20 compound according to any one of the embodiments A1 to A298. 

Embodiment A300. The use of a compound according to any one of the embodiments A1 to 
Embodiment A298 for the preparation of a medicament for the prevention of hypoglycaemia. 

Embodiment A301 . A compound according to any one of embodiments A1 to A298, which is 
an agent useful for the treatment of an indication selected from the group consisting of 
25 hyperglycemia, IGT, insulin resistance syndrome, syndrome X, type 2 diabetes, type 1 
diabetes, dyslipidemia, hypertension, and obesity. 

Embodiment A302. A compound according to any one of embodiments A1 to A301 for use 
as a medicament 
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Embodiment A303. A compound according to any one of embodiments A1 to A301 for 
treatment of hyperglycemia, for treatment of IGT, for treatment of Syndrome X f for treatment 
of type 2 diabetes, for treatment of type 1 diabetes, for treatment of dyslipidemia, for 
treatment of hyperlipidemia, for treatment of hypertension, for treatment of obesity, for 
5 lowering of food intake, for appetite regulation, for regulating feeding behaviour, or for 
enhancing the secretion of enteroincretins, such as GLP-1 . 

Embodiment A304. A pharmaceutical composition comprising, as an active ingredient, at 
least one compound according to any one of embodiments A1 to 303 together with one or 
more pharmaceutical^ acceptable carriers or exdpients. 

10 Embodiment A305. A pharmaceutical composition according to embodiment A304 in unit 
dosage form, comprising from about 0.05 mg to about 1000 mg, preferably from about 0.1 
mg to about 500 mg and especially preferred from about 0.5 mg to about 200 mg of the 
compound according to any one of embodiments A1 to 303. 

Embodiment A306. Use of a compound according to any one of the embodiments A1 to 303 
1 5 for increasing the activity of glucokinase. 

Embodiment A307. Use of a compound according to any one of embodiments A1 to A303 for 
the preparation of a medicament for the treatment of metabolic disorders, for blood glucose 
lowering, for the treatment of hyperglycemia, for the treatment of IGT, for the treatment of 
Syndrome X, for the treatment of impaired fasting glucose (IFG), for the treatment of type 2 

20 diabetes, for the treatment of type 1 diabetes, for delaying the progression of impaired 
glucose tolerance (IGT) to type 2 diabetes, for delaying the progression of non-insulin 
requiring type 2 diabetes to insulin requiring type 2 diabetes, for the treatment of dys- 
lipidemia, for the treatment of hyperlipidemia, for the treatment of hypertension, for lowering 
of food intake, for appetite regulation, for the treatment of obesity, for regulating feeding 

25 behaviour, or for enhancing the secretion of enteroincretins. 

Embodiment A308. Use of a compound according to any one of embodiments A1 to A303 for 
the preparation of a medicament for the adjuvant treatment of type 1 diabetes for preventing 
the onset of diabetic complications. 
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Embodiment A309. Use of a compound according to any one of embodiments A1 to A303 for 
the preparation of a medicament for increasing the number and/or the size of beta cells In a 
mammalian subject, for treatment of beta cell degeneration, in particular apoptosis of beta 
cells, or for treatment of functional dyspepsia, in particular irritable bowel syndrome. 

5 Embodiment A310. Use according to any one of the embodiments A307 to A309 in a 
regimen which comprises treatment with a further antidiabetic agent. 

Embodiment A31 1. Use according to any one of the embodiments A307 to A310 in a 
regimen which comprises treatment with a further antihyperlipidemic agent. 

Embodiment A312. Use according to any one of embodiments A307 to A31 1 in a regimen 
1 0 which comprises treatment with a further antiobesity agent. 

Embodiment A313. Use according to any one of embodiments A307 to A31 2 in a regimen 
which comprises treatment with a further antihypertensive agent. 

Embodiment A314. Use of a compound according to any one of the embodiments A1 to 
A303 or a pharmaceutical composition according to embodiment A304 or embodiment A305 

1 5 for the treatment of metabolic disorders, for blood glucose lowering, for the treatment of 
hyperglycemia, for treatment of IGT, for treatment of Syndrome X, for the treatment of 
impaired fasting glucose (IFG), for treatment of type 2 diabetes,for treatment of type 1 
diabetes, for delaying the progression of impaired glucose tolerance (IGT) to type 2 diabetes, 
for delaying the progression of non-insulin requiring type 2 diabetes to insulin requiring type 2 

20 diabetes, for treatment of dyslipidemia, for treatment of hyperiipidemia, for treatment of 
hypertension, for the treatment or prophylaxis of obesity, for lowering of food intake, for 
appetite regulation, for regulating feeding behaviour, or for enhancing the secretion of 
enteroincretins. 

Embodiment A315. Use of a compound according to any one of the embodiments A1 to 
25 A303 or a pharmaceutical composition according to embodiment A304 or embodiment A305 
for the adjuvant treatment of type 1 diabetes for preventing the onset of diabetic 
complications. 

Embodiment A316. Use of a compound according to any one of the embodiments A1 to 
A303 or a pharmaceutical composition according to embodiment A304 or embodiment A305 
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for increasing the number and/or the size of beta cells in a mammalian subject, for treatment 
of beta cell degeneration, in particular apoptosis of beta cells, or for treatment of functional 
dyspepsia, in particular irritable bowel syndrome. 

Further embodiments are clear from the appended claims. 
5 Included within the scope of the present invention are the individual enantiomers of 

the compounds represented by formula (I) above as well as any wholly or partially racemic 
mixtures thereof. The present invention also covers the individual enantiomers of the 
compounds represented by formula (I) above as mixtures with diastereoisomers thereof in 
which one or more stereocenters are inverted. 

1 0 The present invention provides glucose sensitive glucokinase activators, that is 

glucokinase activators, for instance of the general formula (I), which provides a higher 
increase in glucokinase activity at lower concentrations of glucose. This should be taken to 
mean that when the glucose concentration is low, then the glucose sensitive glucokinase 
activator provides an increase in the glucokinase activity, which increase is higher than the 

15 increase in glucokinase activity provided by the compound when glucose concentration is 
high. The compound may for instance provide a 4.0 fold increase in glucokinase activity at a 
glucose concentration of 5 mM and a 2.0 fold increase in glucokinase activity at a glucose 
concentration of 15 mM, thus providing an increase in glucokinase activity at a glucose 
concentration of 5 mM, which increase is 2.0 fold higher than the increase in glucokinase 

20 activity provided by the compound at a glucose concentration of 15 mM. For the purpose of 
describing the present invention, the glucose sensitivity may be assayed by use of 
Glucokinase Activity Assay (I) where the activity of the glucokinase activator is measured at 
different concentrations of glucose. 

The glucose sensitivity of a glucokinase activator may for instance be measured at a 

25 glucose concentration of 5 mM and at a glucose concentration of 15 mM using the same 
concentration of glucokinase activator, such as a concentration of 10 pM. The two 
measurements may then be compared and if the fold activity at a glucose concentration of 5 
mM (the lower glucose concentration) - in the above example 4.0 fold - is significantly higher 
than the fold activity at a glucose concentration of 15 mM (the higher glucose concentration - 

30 in the above example 2.0 fold - then the glucokinase activator is deemed to be a glucose 
sensitive glucokinase activator. In the above example, the increase in glucokinase activity at 
a glucose concentration of 5 mM is 2.0 fold higher than the increase in glucokinase activity at 
a glucose concentration of 15 mM. The increase in glucokinase activity provided by the 
glucokinase activator at 5 mM glucose may for instance be at least 1.1 fold higher, such as at 

35 least 1.2 fold higher, for instance at least 1.3 fold higher, such as at least 1.4 fold higher, for 
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instance 1.5 fold higher, such as at least 1.6 fold higher, for instance at least 1.7 fold higher, 
such as at least 1 .8 fold higher, for instance at least 1.9 fold higher, such as at least 2.0 fold 
higher than the activity of the glucokinase activator at 15 mM glucose. 

The present invention provides liver specific glucokinase activators, that is, 
5 glucokinase activators, for instance of the general formula (l) v which increase glucose 
utilization in the liver (I.e. increase glycogen deposition) without inducing any increase in 
insulin secretion in response to glucose. For the purpose of describing this invention, the 
potential liver selectivity of a glucokinase activator may be assayed by comparison of the 
results obtained in response to the glucokinase activator in isolated hepatocytes and the 

10 results obtained in response to the glucokinase activator in lns-1 cells. Glucokinase 

activators, which show a significantly higher activity in isolated hepatocytes measured as 
described in the Glucokinase Activity Assay (II) compared to the activity in lns-1 cells 
measured as described in the Glucokinase Activity Assay (III), are deemed to be liver 
specific glucokinase activators. The activity of the glucokinase activator in Glucokinase 

15 Activity Assay (II) (hepatocytes) may for instance be at least 1.1 fold higher, such as at least 
1 .2 fold higher, for instance at least 1 .3 fold higher, such as at least 1 .4 fold higher, for 
instance 1.5 fold higher, such as at least 1.6 fold higher, for instance at least 1.7 fold higher, 
such as at least 1.8 fold higher, for instance at least 1.9 fold higher, such as at least 2.0 fold 
higher, for instance at least a 3.0 fold higher, such as at least a 4.0 fold higher, for instance 

20 at least 5.0 fold higher, such as at least 10 fold higher than the activity of the glucokinase 
activator in Glucokinase Activity Assay (III) (lns-1 cells). Alternatively, the glucokinase 
activator may show no activity in the lns-1 cells measured as described in the Glucokinase 
Activity Assay (III), while showing a significant activity in hepatocytes measured as described 
in the Glucokinase Activity Assay (II). 

25 Such liver-specific glucokinase activators may be particularly useful in patients that 

are at risk of experiencing hypoglycaemia. Since liver glucokinase is highly sensitive to the 
serum concentration of glucose, the blood glucose-decreasing effect of the GK in the liver 
will only occur when the serum concentration of glucose is relatively high. When the serum 
concentration of glucose is relatively low, the effect of the GK in the liver decreases, and thus 

30 does not further lower the glucose concentration in the blood. This mechanism remains even 
when the liver GK is affected by a GK activator. The effect of GK on the pancreatic beta cells 
is not similarly glucose-sensitive. Therefore a GK activator which affects both liver and beta 
cells may have a glucose-lowering effect even at low serum glucose concentration, resulting 
in a risk of hypoglycaemia. A GK activator which affects only, or which primarily effects, the 

35 liver GK will thus provide a treatment with a lower risk of hypoglycaemia. Thus the invention 
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provides a method of preventing hypoglycemia comprising administration of a liver-specific 
glucokinase activator, as well as the use of a liver-specific glucokinase activator for the 
preparation of a medicament for the prevention of hypoglycaemia. 
Examples of liver specific glucokinase activators are 
5 2^3-[2-(2,34imethoxyphenoxy)-5-fluo acid ethyl ester, 

(2-{3^2-(2,3^imethoxyphenoxy)^ ethyl ester, 

(2-{3-[54IuoiT>-2-(2-fluoro^-m^ 
2-{3^2-(2,3-dimethoxyphenoxy)-5-fluoro^ 
2^243^5-fluoro-2^2-fluoro-6-meto 
10 ylethyl)acetamide, 

[2-(2-{3-[5-fluoro-2-(2-fluoro-6^ 
acid, 

{2-[3-(2^dopentanecarbonyl-4-methyl-ph acid, and 

{2-[3-(4nmethyl-2-{2Hrnethylpropo^ acid. 
15 In one embodiment, a compound according to the present invention is for use as a 

medicament in the treatment of hyperglycemia. 

In one embodiment, a compound according to the present invention is for use as a 
medicament in the treatment of IGT. 

In one embodiment, a compound according to the present invention is for use as a 
20 - medicament in the treatment of Syndrome X. 

In one embodiment, a compound according to the present invention is for use as a 
medicament in the treatment of type 2 diabetes. 

In one embodiment, a compound according to the present invention is for use as a 
medicament in the treatment of type 1 diabetes. 
25 In one embodiment, a compound according to the present invention is for use as a 

medicament in the treatment of hyperlipidemia. 

In one embodiment, a compound according to the present invention is for use as a 
medicament in the treatment of dyslipidemia. 

In one embodiment, a compound according to the present invention is for use as a 
30 medicament in the treatment of hypertension. 

In one embodiment, a compound according to the present invention is for use as a 
medicament in the treatment of obesity. 

In one embodiment, a compound according to the present invention is for use as a 
medicament for lowering of food intake. 
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In one embodiment a compound according to the present invention is for use as a 
medicament for appetite regulation. 

In one embodiment, a compound according to the present invention is for use as a 
medicament for regulating feeding behaviour. 
5 . In one embodiment, a compound according to the present invention is for use as a 

medicament for enhancing the secretion of enteroincretins, such as GLP-1 . 

The present compounds are activators of glucokinase and are as such useful for 
the activation of glucokinase. 

Accordingly, the present invention provides a method for activating glucokinase in a 
10 patient in need thereof, which method comprises administering to a subject in need thereof a 
compound according to the present invention, preferably in a pharmacologically effective 
amount, more preferably in a therapeutically effective amount The present invention also 
provides a method for lowering blood glucose in a patient in need thereof, which method 
comprises administering to a subject in need thereof a compound according to the present 
15 invention, preferably in a pharmacologically effective amount, more preferably in a. 
therapeutically effective amount. The present invention also provides a method for 
prevention and/or treatment of glucokinase deficiency-mediated human diseases, the 
method comprising administration to a human in need thereof a therapeutically effective 
amount of a compound according to the present invention. As used herein, the phrase "a 
20 subject in need thereof includes mammalian subjects, preferably humans, who either suffer 
from one or more of the aforesaid diseases or disease states or are at risk for such. 
Accordingly, in the context of the therapeutic method of the present invention, this method 
also is comprised of a method for treating a mammalian subject prophylactically, or prior to 
the onset of diagnosis such disease(s) or disease state(s). 
25 In one embodiment, the present invention provides a method for the treatment of 

hyperglycemia, the method comprising administering to a subject in need thereof an effective 
amount of a compound or a pharmaceutical composition according to the present invention. 

In one embodiment, the present invention provides a method for the treatment of 
IGT, the method comprising administering to a subject in need thereof an effective amount of 
30 a compound or a pharmaceutical composition according to the present invention. 

In one embodiment the present invention provides a method for the treatment of 
Syndrome X, the method comprising administering to a subject in need thereof an effective 
amount of a compound or a pharmaceutical composition according to the present invention. 

In one embodiment the present invention provides a method for the treatment of 
35 type 2 diabetes, the method comprising administering to a subject in need thereof an 
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effective amount of a compound or a pharmaceutical composition according to the present 
invention. 

In one embodiment, the present invention provides a method for the treatment of 
type 1 diabetes, the method comprising administering to a subject in need thereof an 
5 effective amount of a compound or a pharmaceutical composition according to the present 
invention. 

In one embodiment, the present invention provides a method for the treatment of 
dyslipidemia or hyperlipidemia, the method comprising administering to a subject in need 
thereof an effective amount of a compound or a pharmaceutical composition according to the 
10 present invention. 

In one embodiment, the present invention provides a method for the treatment of 
obesity, the method comprising administering to a subject in need thereof an effective 
amount of a compound or a pharmaceutical composition according to the present invention. 
In one embodiment, the effective amount of the compound is in the range of from 
1 5 about 0.05 mg to about 2000 mg, preferably from about 0. 1 mg to about 1 000 mg and 
especially preferred from about 0.5 mg to about 500 mg per day. 

In one embodiment, the method according to the present invention is part of a 
regimen, which comprises treatment with a further antidiabetic agent, for example an 
antidiabetic agent such as insulin or an insulin analogue, a sulphonylurea, a biguanide, a 
20 meglitinide, an insulin sensitizer, a thiazolidinedione insulin sensitizer, an a-glucosidase 
inhibitor, a glycogen phosphorylase inhibitor, or an agent acting on the ATP-dependent 
potassium channel of the pancreatic fi-ce\\$. 

In one embodiment, the method according to the present invention is part of a 
regimen, which comprises treatment with a further antihyperlipidemic agent, for example an 
25 antihyperlipidemic agent such as cholestyramine, colestipol, clofibrate, gemfibrozil, 
lovastatin, pravastatin, simvastatin, probucol or dextrothyroxine. 

In one embodiment, the method according to the present invention is part of a 
regimen, which comprises treatment with a further antihypertensive agent 

In one embodiment, the method according to the present invention is part of a 
30 regimen, which comprises treatment with a further antiobesity or appetite regulating agent. 

In one embodiment, the method according to the present invention is part of a 
regimen, which comprises treatment with a further antihypertensive agent 

Other embodiments of such methods will be clear from the following description. 
Compounds according to the present invention are useful for the treatment of 
35 disorders, diseases and conditions, wherein the activation of glucokinase is beneficial. 
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Accordingly, the present compounds are useful for the treatment of hyperglycemia, 
IGT (impaired glucose tolerance), insulin resistance syndrome, syndrome X, type 1 diabetes, 
type 2 diabetes, dyslipidemia, dyslipoproteinemia (abnormal lipoproteins in the blood) 
including diabetic dyslipidemia, hyperlipemia, hyperlipoproteinemia (excess of lipoproteins 
5 in the blood) including type I, ll-a (hypercholesterolemia), ll-b, III, IV (hypertriglyceridemia) 
and V (hypertriglyceridemia) hyperlipoproteinemias, and obesity. Furthermore, they may be 
useful for the treatment of albuminuria, cardiovascular diseases such as cardiac hypertrophy, 
hypertension and arteriosclerosis including atherosclerosis; gastrointestinal disorders; acute 
pancreatitis; and appetite regulation or energy expenditure disorders. 

1 0 Accordingly, in a further aspect the invention relates to a compound according to the 

present invention for use as a medicament 

The invention also relates to pharmaceutical compositions comprising, as an active 
ingredient, at least one compound according to the present invention together with one or 
more pharmaceutical^ acceptable carriers or excipients. 

1 5 The pharmaceutical composition is preferably in unit dosage form, comprising from 

about 0.05 mg to about 1000 mg, preferably from about 0.1 mg to about 500 mg and 
especially preferred from about 0.5 mg to about 200 mg of the compound according to the 
present invention. 

In one embodiment, the pharmaceutical composition according to the present 
20 invention comprises a further antidiabetic agent, for example an antidiabetic agent such as 
insulin, an insulin derivative or an insulin analogue, a sulphonylurea, a biguanide, a 
meglitinide, an insulin sensitizer, a thiazolidinedione insulin sensitizer, an a-glucosidase 
inhibitor, a glycogen phosphorylase inhibitor, or an agent acting on the ATP-dependent 
potassium channel of the pancreatic 0-celIs. 
25 In one embodiment, the pharmaceutical composition according to the present 

invention comprises a further antihyperiipidemic agent, for example an antihyperlipidemic 
agent such as cholestyramine, colestipol, clofibrate, gemfibrozil, lovastatin, pravastatin, 
simvastatin, probucol or dextrothyroxine. 

In one embodiment, the pharmaceutical composition according to the present 
30 invention comprises a further antiobesity or appetite regulating agent. 

In one embodiment, the pharmaceutical composition according to the present 
invention comprises a further antihypertensive agent 

In one embodiment of the present invention, the pharmaceutical composition 
according to the present invention comprises a compound according to the present invention 
35 in combination with one or more of the agents mentioned above eg in combination with 
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metformin and a sulphonylurea such as gtyburide; a sulphonylurea and acarbose; nateglinide 
and metformin; acarbose and metformin; a sulfonylurea, metformin and troglitazone; insulin 
and a sulfonylurea; insulin and metformin; insulin, metformin and a sulfonylurea; insulin and 
troglitazone; insulin and lovastatin; etc. 
5 In one embodiment of the present invention, the present compounds are used for 

the preparation of a medicament for the treatment of hyperglycemia. As used herein 
hyperglycemia is to be taken as generally understood in the art, with reference for example 
to the Report of the Expert Committee of the Diagnosis and Classification of Diabetes 
Mellitus, published in Diabetes Care 20, 1 183-1 197, (1997), but is usually taken to mean an 
10 elevated plasma glucose level exceeding about 110 mg/dl. The present compounds are 
effective in lowering the blood glucose both in the fasting and postprandial stage. 

In one embodiment of the present invention, the present compounds are used for 
the preparation of a pharmaceutical composition for the treatment of IGT. 

In one embodiment of the present invention, the present compounds are used for 
1 5 the preparation of a pharmaceutical composition for the treatment of Syndrome X. 

In one embodiment of the present invention, the present compounds are used for 
the preparation of a pharmaceutical composition for the treatment of type 2 diabetes. Such 
treatment includes ia treatment for the purpose of the delaying of the progression from IGT to 
type 2 diabetes as well as delaying the progression from non-insulin requiring type 2 
20 diabetes to insulin requiring type 2 diabetes. 

In one embodiment of the present invention the present compounds are used for the 
preparation of a pharmaceutical composition for the treatment of type 1 diabetes. Such 
therapy is normally accompanied by insulin administration. 

In one embodiment of the present invention the present compounds are used for the 
25 preparation of a pharmaceutical composition for the treatment of dyslipidemia and hyper- 
lipidemia. 

In one embodiment of the present invention the present compounds are used for the 
preparation of a pharmaceutical composition for the treatment of obesity. 

In another aspect of the present invention treatment of a patient with the present 
30 compounds are combined with diet and/or exercise. 

The present invention provides methods of activating glucokinase activity in a 
mammal, which methods comprise administering, to a mammal in need of activation of 
glucokinase activity, a therapeutically defined amount of a compound according to the 
present invention defined above, as a single or polymorphic crystalline form or forms, an 
35 amorphous form, a single enantiomer, a racemic mixture, a single stereoisomer, a mixture of 
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stereoisomers, a single diastereoisomer, a mixture of diastereoisomers, a solvate, a 
pharmaceutical^ acceptable salt, a solvate, a prodrug, a biohydrolyzable ester, or a 
biohydrolyzable amide thereof. 

The present invention provides a method of activating glucokinase, comprising the 
5 step of administering to a mammal in need thereof a pharmacologically effective amount of a 
compound according to the present invention. The invention further provides a 
pharmaceutical composition comprising a pharmaceutical^ acceptable carrier and a 
pharmacologically effective amount of a compound according to the present invention 
sufficient to activate glucokinase. A glucokinase - activating amount can be an amount that 
1 0 reduces or inhibits a PTPase activity in the subject. 

Additionally provided by the present invention is a pharmaceutical composition 
comprising a pharmaceutical^ acceptable carrier and a pharmacologically effective amount 
of a compound according to the present invention sufficient to treat type I diabetes. 

Also provided by the present invention is a pharmaceutical composition comprising 
15 a pharmaceutical^ acceptable carrier and a pharmacologically effective amount of a 
compound according to the present invention sufficient to treat type II diabetes. 

The compounds of the present invention can be administered to any mammal in 
need of activation of glucokinase activity. Such mammals can include, for example, horses, 
cows, sheep, pigs, mice, dogs, cats, primates such as chimpanzees, gorillas, rhesus 
20 monkeys, and, most preferably humans. 

In a further aspect of the present invention the present compounds are administered 
in combination with one or more further active substances in any suitable ratios. Such further 
active agents may be selected from antidiabetic agents, antihyperlipidemic agents, 
antiobesity agents, antihypertensive agents and agents for the treatment of complications 
25 resulting from or associated with diabetes. 

Suitable antidiabetic agents include insulin, GLP-1 (glucagon like peptide-1) 
derivatives such as those disclosed in WO 98/08871 (Novo Nordisk A/S), which is 
incorporated herein by reference, as well as orally active hypoglycemic agents. 

Suitable orally active hypoglycemic agents preferably include imidazolines, 
30 sulfonylureas, biguanides, meglitinides, oxadiazolidinediones, thiazolidinediones, insulin 

sensitizers, cr-glucosidase inhibitors, agents acting on the ATP-dependent potassium channel 
of the pancreatic 0-ceIls eg potassium channel openers such as those disclosed in WO 
97/26265, WO 99/03861 and WO 00/37474 (Novo Nordisk A/S) which are incorporated 
herein by reference, potassium channel openers, such as ormitiglinide, potassium channel 
35 blockers such as nateglinide or BTS-67582, glucagon antagonists such as those disclosed in 



WO 2004/002481 PCT/DK2003/000449 

134 

WO 99/01423 and WO 00/39088 (Novo Nordisk A/S and Agouron Pharmaceuticals, Inc.), all 
of which are incorporated herein by reference, GLP-1 agonists such as those disclosed in 
WO 00/42026 (Novo Nordisk A/S and Agouron Pharmaceuticals, Inc.). which are 
incorporated herein by reference, DPP-IV (dipeptidyl peptidase-IV) inhibitors, PTPase 
5 (protein tyrosine phosphatase) inhibitors, inhibitors of hepatic enzymes involved in 

stimulation of gluconeogenesis and/or glycogenosis, glucose uptake modulators, GSK-3 
(glycogen synthase kinase-3) inhibitors, compounds modifying the lipid metabolism such as 
antihyperlipidemic agents and antilipidemic agents, compounds lowering food intake, and 
PPAR (peroxisome proliferator-activated receptor) and RXR (retinoid X receptor) agonists 

10 such as ALRT-268, LG-1268 or LG-1069. 

In one embodiment of the present invention, the present compounds are 
administered in combination with insulin, insulin derivatives or insulin analogues. 

In one embodiment of the present invention, the present compounds are 
administered in combination with a sulphonylurea eg tolbutamide, chlorpropamide, 

1 5 tolazamide, glibenclamide, glipizide, glimepiride, glicazide or glyburide. 

In one embodiment of the present invention, the present compounds are 
administered in combination with a biguanide eg metformin. 

In one embodiment of the present invention, the present compounds are 
administered in combination with a meglitinide eg repaglinide or senaglinide/nateglinide. 

20 In one embodiment of the present invention, the present compounds are 

administered in combination with a thiazolidinedione insulin sensitizer eg troglitazone, 
ciglitazone, pioglitazone, rosiglitazone, isaglitazone, darglitazone, englitazone, CS-01 1/CI- 
1 037 or T 174 or the compounds disclosed in WO 97/41097 (DRF-2344), WO 97/41 1 19, WO 
97/41 120, WO 00/41 121 and WO 98/45292 (Dr. Reddy's Research Foundation), which are 

25 incorporated herein by reference. 

In one embodiment of the present invention the present compounds may be 
administered in combination with an insulin sensitizer eg such as Gl 262570, YM-440, MCC- 
555, JTT-501, AR-H039242, KRP-297, GW-409544, CRE-16336, AR-H049020, LY510929, 
MBX-102, CLX-0940, GW-501516 or the compounds disclosed in WO 99/19313 

30 (NN622/DRF-2725), WO 00/50414, WO 00/63191 , WO 00/63192, WO 00/63193 (Dr. 
Reddy's Research Foundation) and WO 00/23425, WO 00/23415, WO 00/23451, WO 
00/23445, WO 00/23417, WO 00/23416, WO 00/63153, WO 00/63196, WO 00/63209, WO 
00/63190 and WO 00/63189 (Novo Nordisk A/S), which are incorporated herein by 
reference. 
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In one embodiment of the present invention the present compounds are 
administered in combination with an a-glucosidase inhibitor eg voglibose, emiglitate, miglitol 
or acarbose. 

In one embodiment of the present invention the present compounds are 
5 administered in combination with a glycogen phosphorylase inhibitor eg the compounds 
described in WO 97/09040 (Novo Nordisk A/S). 

In one embodiment of the present invention the present compounds are 
administered in combination with an agent acting on the ATP-dependent potassium channel 
of the pancreatic 0-cells eg tolbutamide, glibenclamide, glipizide, glicazide, BTS-67582 or 
10 repaglinide. 

In one embodiment of the present invention the present compounds are 
administered in combination with nateglinide. 

In one embodiment of the present invention the present compounds are 
administered in combination with an antihyperlipidemic agent or a antilipidemic agent eg 

15 cholestyramine, colestipol, clofibrate, gemfibrozil, lovastatin, pravastatin, simvastatin, 
probucol ordextrothyroxine. 

In another aspect of the present invention, the present compounds are administered 
in combination with more than one of the above-mentioned compounds eg in combination 
with metformin and a sulphonylurea such as glyburide; a sulphonylurea and acarbose; 

20 nateglinide and metformin; acarbose and metformin; a sulfonylurea, metformin and 
troglitazone; insulin and a sulfonylurea; insulin and metformin; insulin, metformin and a 
sulfonylurea; insulin and troglitazone; insulin and lovastatin; etc. 

Furthermore, the compounds according to the invention may be administered in 
combination with one or more antiobesity agents or appetite regulating agents. 

25 Such agents may be selected from the group consisting of CART (cocaine 

amphetamine regulated transcript) agonists, NPY (neuropeptide Y) antagonists, MC3 
(melanocortin 3) agonists, MC4 (melanocortin 4) agonists, orexin antagonists, TNF (tumor 
necrosis factor) agonists, CRF (corticotropin releasing factor) agonists, CRF BP 
(corticotropin releasing factor binding protein) antagonists, urocortin agonists, 03 adrenergic 

30 agonists such as CL-316243, AJ-9677, GW-0604. LY362884, LY377267 or AZ-40140, MSH 
(melanocyte-stimulating hormone) agonists, MCH (melanocyte-concentrating hormone) 
antagonists, CCK (cholecystokinin) agonists, serotonin reuptake inhibitors (fluoxetine, 
seroxat or cttalopram), serotonin and norepinephrine reuptake inhibitors, 5HT (serotonin) 
agonists, bombesin agonists, galanin antagonists, growth hormone, growth factors such as 

35 prolactin or placental lactogen, growth hormone releasing compounds, TRH (thyreotropin 
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releasing hormone) agonists, UCP 2 or 3 (uncoupling protein 2 or 3) modulators, leptin 
agonists, DA (dopamine) agonists (bromocriptin, doprexin), lipase/amylase inhibitors, PPAR 
modulators, RXR modulators, TR 0 agonists, adrenergic CNS stimulating agents, AGRP 
(agouti related protein) inhibitors, H3 histamine antagonists such as those disclosed in WO 
5 00/42023, WO 00/63208 and WO 00/64884, which are incorporated herein by reference, 
exendin-4, GLP-1 agonists and ciliary neurotrophic factor. Further antiobesity agents are 
bupropion (antidepressant), topiramate (anticonvulsant), ecopipam (dopamine D1/D5 
antagonist) and naltrexone (opioid antagonist). 

In one embodiment of the present invention the antiobesity agent is leptin. 
10 In one embodiment of the present invention the antiobesity agent is a serotonin and 

norepinephrine reuptake inhibitor eg sibutramine. 

In one embodiment of the present invention the antiobesity agent is a lipase inhibitor 
eg oriistat. 

In one embodiment of the present invention the antiobesity agent is an adrenergic 
15 CNS stimulating agent eg dexamphetamine, amphetamine, phentermine, mazindol 
phendimetrazine, diethylpropion, fenfluramine or dexfenfluramine. 

Furthermore, the present compounds may be administered in combination with one 
or more antihypertensive agents. Examples of antihypertensive agents are ^-blockers such 
as alprenolol, atenolol, timolol, pindolol, propranolol and metoprotol, ACE (angiotensin 
20 converting enzyme) inhibitors such as benazepril, captopril, enalapril, fosinopril, lisinopril, 
quinapril and ramipril, calcium channel blockers such as nifedipine, felodipine, nicardipine, 
isradipine, nimodipine, diltiazem and verapamil, and a-blockers such as doxazosin, urapidil, 
prazosin and terazosin. Further reference can be made to Remington: The Science and 
Practice of Pharmacy, 19th Edition, Gennaro, Ed., Mack Publishing Co., Easton, PA, 1995. 
25 In a further aspect the invention provides a pharmaceutical preparation comprising 

an activator of glucokinase and an insulin derivative. 

In one embodiment of the invention the insulin derivative is selected from the group 
consisting of B29-N c -myristoyl-des(B30) human insulin, B29-N E -paImitoyl-des(B30) human 
insulin, B29-N e -myristoyl human insulin, B29-N B -palmitoyl human insulin, B28-N e -myristoyl 
30 Lys B28 Pro 829 human insulin, B28-N e -palmitoyl Lys B28 Pro 829 human insulin, B30-N 8 -myristoyl- 
Thr^Lys 830 human insulin, BSO-N^palmitoyl-Th^Lys 830 human insulin, B29-N 8 -(N- 
palmitoyl-y-glutamyl)-des(B30) human insulin, B29-N E -(N-lithocholyl-y-glutamyl)-des(B30) 
human insulin, B29-N 8 -(©-carboxyheptadecanoyl)-des(B30) human insulin and B29-N e -(co- 
carboxyheptadecanoyl) human insulin. 
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In another embodiment of the invention the insulin derivative is B29-N* -myristoyl- 
des(B30) human insulin. 

It should be understood that any suitable combination of the compounds according 
to the invention with diet and/or exercise, one or more of the above-mentioned compounds 
5 and optionally one or more other active substances are considered to be within the scope of 
the present invention. 

PHARMACEUTICAL COMPOSITIONS 

The compounds of the present invention may be administered alone or in 
combination with pharmaceutical^ acceptable carriers or exctpients, in either single or 

10 multiple doses. The pharmaceutical compositions according to the invention may be 

formulated with pharmaceutical^ acceptable carriers or diluents as well as any other known 
adjuvants and excipients in accordance with conventional techniques such as those 
disclosed in Remington: The Science and Practice of Pharmacy, 19 th Edition, Gennaro, Ed., 
Mack Publishing Co., Easton, PA, 1995. 

1 5 The pharmaceutical compositions may be specifically formulated for administration 

by any suitable route such as the oral, rectal, nasal, pulmonary, topical (including buccal and 
sublingual), transdermal, intracistemal, intraperitoneal, vaginal and parenteral (including 
subcutaneous, intramuscular, intrathecal, intravenous and intradermal) route, the oral route 
being preferred. It will be appreciated that the preferred route will depend on the general 

20 condition and age of the subject to be treated, the nature of the condition to be treated and 
the active ingredient chosen. 

Pharmaceutical compositions for oral administration include solid dosage forms 
such as hard or soft capsules, tablets, troches, dragees, pills, lozenges, powders and 
granules. Where appropriate, they can be prepared with coatings such as enteric coatings or 

25 they can be formulated so as to provide controlled release of the active ingredient such as 
sustained or prolonged release according to methods well known in the art. 

Liquid dosage forms for oral administration include solutions, emulsions, aqueous or 
oily suspensions, syrups and elixirs. 

Pharmaceutical compositions for parenteral administration include sterile aqueous 

30 and non-aqueous injectable solutions, dispersions, suspensions or emulsions as well as 
sterile powders to be reconstituted in sterile injectable solutions or dispersions prior to use. 
Depot injectable formulations are also contemplated as being within the scope of the present 
invention. 
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Other suitable administration forms include suppositories, sprays, ointments, 
cremes, gels, inhalants, dermal patches, implants eta 

A typical oral dosage is in the range of from about 0.001 to about 100 mg/kg body 
weight per day, preferably from about 0.01 to about 50 mg/kg body weight per day, and more 
5 preferred from about 0.05 to about 1 0 mg/kg body weight per day administered in one or 
more dosages such as 1 to 3 dosages. The exact dosage will depend upon the frequency 
and mode of administration, the sex, age, weight and general condition of the subject 
treated, the nature and severity of the condition treated and any concomitant diseases to be 
treated and other factors evident to those skilled in the art 
10 The formulations may conveniently be presented in unit dosage form by methods 

known to those skilled in the art A typical unit dosage form for oral administration one or 
more times per day such as 1 to 3 times per day may contain from 0.05 to about 1000 mg, 
preferably from about 0.1 to about 500 mg, and more preferred from about 0.5 mg to about 
200 mg. 

15 For parenteral routes such as intravenous, intrathecal, intramuscular and similar 

administration, typically doses are in the order of about half the dose employed for oral 
administration. 

The compounds of this invention are generally utilized as the free substance or as a 
pharmaceutical^ acceptable salt thereof. Examples are an acid addition salt of a compound 

20 having the utility of a free base and a base addition salt of a compound having the utility of a 
free acid. The term "pharmaceutical^ acceptable salts" refers to non-toxic salts of the 
compounds of this invention which are generally prepared by reacting the free base with a 
suitable organic or inorganic acid or by reacting the acid with a suitable organic or inorganic 
base. When a compound according to the present invention contains a free base such salts 

25 are prepared in a conventional manner by treating a solution or suspension of the compound 
with a chemical equivalent of a pharmaceutical^ acceptable acid. When a compound 
according to the present invention contains a free acid such salts are prepared in a 
conventional manner by treating a solution or suspension of the compound with a chemical 
equivalent of a pharmaceutical^ acceptable base. Physiologically acceptable salts of a 

30 compound with a hydroxy group include the anion of said compound in combination with a 
suitable cation such as sodium or ammonium ion. Other salts which are not pharmaceutical^ 
acceptable may be useful in the preparation of compounds of the present invention and 
these form a further aspect of the present invention. 

For parenteral administration, solutions of the novel compounds of the formula (I) in 

35 sterile aqueous solution, aqueous propylene glycol or sesame or peanut oil may be 
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employed. Such aqueous solutions should be suitably buffered if necessary and the liquid 
diluent first rendered isotonic with sufficient saline or glucose. The aqueous solutions are 
particularly suitable for intravenous, intramuscular, subcutaneous and intraperitoneal 
administration. The sterile aqueous media employed are all readily available by standard 
5 techniques known to those skilled in the art 

Suitable pharmaceutical carriers include inert solid diluents or fillers, sterile aqueous 
solution and various organic solvents. Examples of solid carriers are lactose, terra alba, 
sucrose, cyclodextrin, talc, gelatine, agar, pectin, acacia, magnesium stearate, stearic acid 
and lower alkyl ethers of cellulose. Examples of liquid carriers are syrup, peanut oil, olive oil, 

10 phospholipids, fatty acids, fatty acid amines, polyoxyethylene and water. Similarly, the carrier 
or diluent may include any sustained release material known in the art, such as glyceryl 
monostearate or glyceryl distearate, alone or mixed with a wax. The pharmaceutical 
compositions formed by combining the novel compounds of the present invention and the 
pharmaceutical^ acceptable carriers are then readily administered in a variety of dosage 

1 5 forms suitable for the disclosed routes of administration. The formulations may conveniently 
be presented in unit dosage form by methods known in the art of pharmacy. 

Formulations of the present invention suitable for oral administration may be 
presented as discrete units such as capsules or tablets, each containing a predetermined 
amount of the active ingredient, and which may include a suitable excipient. Furthermore, the 

20 orally available formulations may be in the form of a powder or granules, a solution or 
suspension in an aqueous or non-aqueous liquid, or an oil-in-water or water-in-oil liquid 
emulsion. 

Compositions intended for oral use may be prepared according to any known 
method, and such compositions may contain one or more agents selected from the group 

25 consisting of sweetening agents, flavoring agents, coloring agents, and preserving agents in 
order to provide pharmaceutical^ elegant and palatable preparations. Tablets may contain 
the active ingredient in admixture with non-toxic pharmaceutically-acceptable excipients 
which are suitable for the manufacture of tablets. These excipients may be for example, inert 
diluents, such as calcium carbonate, sodium carbonate, lactose, calcium phosphate or 

30 sodium phosphate; granulating and disintegrating agents, for example com starch or alginic 
acid; binding agents, for example, starch, gelatin or acacia; and lubricating agents, for 
example magnesium stearate, stearic acid or talc. The tablets may be uncoated or they may 
be coated by known techniques to delay disintegration and absorption in the gastrointestinal 
tract and thereby provide a sustained action over a longer period. For example, a time delay 

35 material such as glyceryl monostearate or glyceryl distearate may be employed. They may 
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also be coated by the techniques described in U.S. Patent Nos. 4,356,108; 4,166,452; and 
4,265,874, incorporated herein by reference, to form osmotic therapeutic tablets for 
controlled release. 

Formulations for oral use may also be presented as hard gelatin capsules where the 
5 active ingredient is mixed with an inert solid diluent, for example, calcium carbonate, calcium 
phosphate or kaolin, or a soft gelatin capsules wherein the active ingredient is mixed with 
water or an oil medium, for example peanut oil, liquid paraffin, or olive oil. 

Aqueous suspensions may contain the active compounds in admixture with 
excipients suitable for the manufacture of aqueous suspensions. Such excipients are 

1 0 suspending agents, for example sodium carboxymethylcellulose, methylcellulose, 

hydroxypropylmethylcellulose, sodium alginate, polyvinylpyrrolidone, gum tragacanth and 
gum acacia; dispersing or wetting agents may be a naturally-occurring phosphatide such as 
lecithin, or condensation products of an alkylene oxide with fatty acids, for example * 
polyoxyethylene stearate, or condensation products of ethylene oxide with long chain 

1 5 aliphatic alcohols, for example, heptadecaethyl-eneoxycetanol, or condensation products of 
ethylene oxide with partial esters derived from fatty adds and a hexitol such as 
polyoxyethylene sorbitol monooleate, or condensation products of ethylene oxide with partial 
esters derived from fatty acids and hexitol anhydrides, for example polyethylene sorbitan 
monooleate. The aqueous suspensions may also contain one or more coloring agents, one 

20 or more flavoring agents, and one or more sweetening agents, such as sucrose or saccharin. 
Oily suspensions may be formulated by suspending the active ingredient in a 
vegetable oil, for example arachis oil, olive oil, sesame oil or coconut oil, or in a mineral oil 
such as a liquid paraffin. The oily suspensions may contain a thickening agent, for example 
beeswax, hard paraffin or cetyl alchol. Sweetening agents such as those set forth above, and 

25 flavoring agents may be added to provide a palatable oral preparation. These compositions 
may be preserved by the addition of an anti-oxidant such as ascorbic acid. 

Dispersible powders and granules suitable for preparation of an aqueous 
suspension by the addition of water provide the active compound in admixture with a 
dispersing or wetting agent, suspending agent and one or more preservatives. Suitable 

30 dispersing or wetting agents and suspending agents are exemplified by those already 
mentioned above. Additional excipients, for example, sweetening, flavoring, and coloring 
agents may also be present. 

The pharmaceutical compositions of the present invention may also be in the form of 
oil-in-water emulsions. The oily phase may be a vegetable oil, for example, olive oil or 

35 arachis oil, or a mineral oil, for example a liquid paraffin, or a mixture thereof. Suitable 
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emulsifying agents may be naturally-occurring gums, for example gum acacia or gum 
tragacanth, naturally-occurring phosphatides, for example soy bean, lecithin, and esters or 
partial esters derived from fatty acids and hexitol anhydrides, for example sorbitan 
monooleate, and condensation products of said partial esters with ethylene oxide, for 
5 example polyoxyethylene sorbitan monooleate. The emulsions may also contain sweetening 
and flavoring agents. 

Syrups and elixirs may be formulated with sweetening agents, for example glycerol, 
propylene glycol, sorbitol or sucrose. Such formulations may also contain a demulcent, a 
preservative and flavoring and coloring agents. The pharmaceutical compositions may be in 
10 the form of a sterile injectable aqueous or oleaginous suspension. This suspension may be 
formulated according to the known methods using suitable dispersing or wetting agents and 
suspending agents described above. The sterile injectable preparation may also be a sterile 
injectable solution or suspension in a non-toxic parenterally-acceptable diluent or solvent, for 
example as a solution in 1,3-butanediol. Among the acceptable vehicles and solvents that 
15 may be employed are water, Ringer's solution, and isotonic sodium chloride solution. In 

addition, sterile, fixed oils are conveniently employed as solvent or suspending medium. For 
this purpose, any bland fixed oil may be employed using synthetic mono- or diglycerides. In 
addition, fatty acids such as oleic acid find use in the preparation of injectables. 

The compositions may also be in the form of suppositories for rectal administration 
20 of the compounds of the present invention. These compositions can be prepared by mixing 
the drug with a suitable non-irritating excipient which is solid at ordinary temperatures but 
liquid at the rectal temperature and will thus melt in the rectum to release the drug. Such 
materials include cocoa butter and polyethylene glycols, for example. 

For topical use, creams, ointments, jellies, solutions of suspensions, etc., containing 
25 the compounds of the present invention are contemplated. For the purpose of this 
application, topical applications shall include mouth washes and gargles. 

The compounds of the present invention may also be administered in the form of 
liposome delivery systems, such as small unilamellar vesicles, large unilamellar vesicles, and 
multilamellar vesicles. Liposomes may be formed from a variety of phospholipids, such as 
30 cholesterol, stearylamine, or phosphatidylcholines. 

In addition, some of the compounds of the present invention may form solvates with 
water or common organic solvents. Such solvates are also encompassed within the scope of 
the present invention. 

Thus, in a further embodiment, there is provided a pharmaceutical composition 
35 comprising a compound according to the present invention, or a pharmaceutical^ acceptable 
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salt, solvate, or prodrug therof, and one or more pharmaceutical^ acceptable carriers, 
excipients, or diluents. 

If a solid carrier is used for oral administration, the preparation may be tabletted, 
placed in a hard gelatine capsule in powder or pellet form or it can be in the form of a troche 
or lozenge. The amount of solid carrier will vary widely but will usually be from about 25 mg 
to about 1 g. If a liquid carrier is used, the preparation may be in the form of a syrup, 
emulsion, soft gelatine capsule or sterile injectable liquid such as an aqueous or 
non-aqueous liquid suspension or solution. 

A typical tablet that may be prepared by conventional tabletting techniques may 

contain: 

Core: 

Active compound (as free compound or salt thereof) 5.0 mg 

Lactosum Ph. Eur. 67.8 mg 

- Cellulose, microcryst. (Avicel) 31 .4 mg 

Amber1ite*IRP88* 1 .0 mg 

Magnesii stearas Ph. Eur. q.s. 



20 



Coating: 

Hydroxypropyl methylcellulose 
Mywacett 9-40 T** 



approx. 
approx. 



9mg 
0.9 mg 



* Polacrillin potassium NF, tablet disintegrant, Rohm and Haas. 
** Acylated monoglyceride used as plasticizer for film coating. 



25 If desired, the pharmaceutical composition of the present invention may comprise a 

compound according to the present invention in combination with further active substances 
such as those described in the foregoing. 

The present invention also provides a method for the synthesis of compounds useful 
as intermediates in the preparation of compounds of formula (I) along with methods for the 

30 preparation of compounds of formula (I). The compounds can be prepared readily according 
to the following reaction Schemes (in which all variables are as defined before, unless so 
specified) using readily available starting materials, reagents and conventional synthesis 
procedures. In these reactions, it is also possible to make use of variants which are 
themselves known to those of ordinary skill in this art, but are not mentioned in greater detail. 
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ABBREVIATIONS 

Abbreviations used in the Schemes and Examples are as follows: 



u 


— • Howe 

— uays 


9 


— yidii ib 


h 


= hours 




— nenz 




— KIIOUailQn 


1 

L 


= liters 


M 
IVI 


= molar 


mDar 


— miiiiDar 


mg 


— milligrams 


min 
ii in i 


— mini itoc 


ml 
ii ii 


— millilitorc 


mivi 


— mil 1 r fr"*/^! *5 r 


IlIIIiUI 


— ixiiiiirnuics 


mol 


— moies 


M 


— normal 


ppm 


pdi lo per rniiiiuri 


poi 


— n/MinHc nor em laro in^*h 
— ' pUUIIUo pel oL|UalC It lull 


APCI 


all 1 lUopt ICI IU piCooUlC OllollllUol lUlllZAUUIl 


COI 


— olor*tmcrtro\/ irtniTotirm 

— citJouubpr dy lunizoiiun 


1. v. 


— intra v/onr\i ic 

— II III dVUl lUUo 




mace ir\ rharno ratirt 
~ Hid 00 IU UJldiyu idllU 


nr>n 
Flip 


~- rriciuny puini 


MS 


= mace Qmaf*trnmptrv 
1 1 1000 o^/wwu vi 1 icu y 


NMR 


= nuclear magnetic resonance spectroscopy 


p.o. 


= per oral 


Rr 


= relative TLC mobility 


rt 


= room temperature 


s.c. 


= subcutaneous 


TLC 


= thin layer chromatography 


tr 


= retention time 



BOP = (1-benzotriazolyloxy)tris(dimethylamino)phosphonium 

hexafluorophosphate 
DCM = dichloromethane 
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UlfcA 


— oiisopropyietnyiamine 


UMr 


= n, N-oirneinyitorTnarniae 


□MPU 


= 1 ,3-dimethypropylene urea 


UIVloU 


— QimeinyisuiToxiae 




— i^uiyh^^jKjiineinyiaminopro nyarocnionae 


etner 


- aieinyi etner 




— einyi aceiaie 


mi in a 

HMPA 


= hexamethylphosphoric triamide 


nUDl 


—i -nyaroxyDenzotnazoie 


LAM 


- ntnium aluminum hydride 


i r\ a 

LDA 


= lithium diisopropylamide 


MeUn 


- metnanoi 




«w fV \ gyi t rl Mfc ■in u~>_ _r"i_ it |T|_ri _n_ 1 In. 1 _n_i_ _n i _■_ jn_ _n_ 1 " in_ 

- N-metnyimorpnoiine, 4-metnylmorpnoiine 


TEA 


= triethylamine 


TFA 


= trifluoroacetic acid 


THF 


= tetrahydrofuran 


THP 


= tetrahydropyranyl 


TTF 


= Fluoro-N ( N,N-tetramethylformamidinium hexafluorophosphate 



REACTION SCHEMES 

Unless otherwise specified, the variables in the Schemes are as defined for formula 

(I). 

Scheme 1 describes the preparation of compounds of formula (74). 
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Scheme 1 



2 H 
A— N 



O 



(72) 



R 
(71) 



100 



2) 



G 1 



L 1 



K_h (73) 

W £101 



G 1 



( A' y-N-^^-N 



(74) 



,100 




(73) 

(71) (74) 
A 2 is heteroaryl, fused heterocyclylheteroaryl, or fused cycloalkylheteroaryl. 
R 100 and R 101 , independently of each other, are substituents such as, but not limited 
5 to, H, alkyl, alkenyl, alkynyl, -alkylene-aryl, alkylene-cycloalkyl, and the like. 
K is halogen or 1-imidazolyl. 

The amine (71 ) may be treated with carbonyldiimidazole, 4-nitrophenyl 
chlorofonmate, phosgene or a derivative of phosgene such as diphosgene or triphosgene, in 
a solvent such as DCM or DCE. DMAP may be used as a catalyst in this reaction. The 
10 reaction may be conducted at a temperature of from 0°C to 100°C. The reaction mixture may 
be then be treated with the compound (73) and the whole may be incubated at a temperature 
of from 25°C to 1 00°C to afford the urea (75). It is also understood that (73) may be treated 
with the reagent (72) under similar conditions, followed by treatment with the amine (71), to 
afford (74). 



15 
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Scheme 2 describes the preparation of a compound of formula (79). 



Scheme 2 




(78) (79) 
L 11 has the meaning of L 1 in formula (I), with the provisio that when L 11 is 



5 -D-alkylene-E-, -D-alkenylene-E-, -D-aikynylene-E-, -D-cycloalkylene-E-, or 

-D-heterocyclylene-E-, then D is selected from -O- or -S-, and that L 11 is not -S(Oh 

-S(0) 2 -, -C{Oy 9 or -C(=N-OR 12 K 

Lg 1 is a leaving group such as F, CI, Br, or I. 

R 101 is a substituent such as but not limited to H, alkyl, alkenyl, alkynyl, -alkylene- 

10 aryl, alkylene-cycloalkyl, and the like. 

A nitro-substitued aryl or heteroaryl ring compound such as (75) may be treated 
with (76) in the presence of a base such as NaH or potassium tert-butoxide, in a solvent such 
as THF, DMF, or NMP at a temperature of from 0°C to 1 00°C, to afford (77). The resulting 
adduct (77) may be treated with tin(ll) chloride in ethanol or other alcoholic solvent, at a 

15 temerature of from 25°C to 100°C, in the presence of aqueous HCI, to afford the amine (78). 
The amine (78) may, is desired, be treated with an alkyl halide R 101 -Lg 2 , wherein Lg 2 is a 
leaving group such as Br, I, or p-toluenesulfonate, and a base such as DBU or sodium 
hydride, to afford (79). Alternatively, (78) may be treated with a reagent R 102 -C(O)-R 103 , 
wherein R 102 and R 103 independently of each other are substituents such as, but not limited 

20 to, H, alkyl, alkenyl, alkynyl, -alkylene-aryl, alkylene-cycloalkyl, and the like, in the presence 
of a reducing agent such as sodium cyanoborohydrode or sodium triacetoxyborohydride, to 
afford (79) wherein R 101 should be understood as R 102 -C(H)(R 103 h 



10 
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Alternatively, (78) may be treated with a reagent R 102 C(O)-OH in the presence of a 
dehydrating agent such as EDC, to afford an intermediate amide, which may be reduced with 
a reagent such as DIBAL or LAH, in a solvent such as THF, at a temperature of from 0°C to 
80°C, to afford (71) wherein R 102 should be understood as -CHz-R 102 . Alternatively, (79) 
wherein R 101 is -CH 3 may be prepared by treatment of (78) with a reagent R 102 -O-CO-CI, or 
R 102 O-CCM>CO-O-R 102 , in the presence of a base such as TEA or aqueous alkali, to afford 
an intermediate which may be reduced as above employing DIBAL or LAH giving (79). 
Compound (79) may be employed in the same manner as is compound (73) according to the 
chemistry in Scheme (1). 



Scheme 3 describes the synthesis of a compound of formula (71 ). 



Scheme 3 



A— NH 2 ^ A— N 



R 100 



(80) 



(71) 

15 A 2 is (un)substituted heteroaryl, (un)substituted fused heterocyclylheteroaryl, or 

(un)substituted fused cycloalkylheteroaryl. 

R 100 is a substituent such as, but not limited to, H, (un)substituted alkyl, 
(un)substituted alkenyl, (un)substituted alkynyl, (un)substituted -alkylene-aryl, (un)substituted 
-alkylene-cycloalkyl, and the like. 

20 The amine (80) may, if desired, be treated with an alkyl halide R 100 -Lg 2 , wherein Lg 2 

is a leaving group such as Br, I, or p-toluenesulfonate, and a base such as DBU or sodium 
hydride, to afford (71). Alternatively, (80) may be treated with a reagent R 102 -C(O)-R 103 
wherein R 102 and R 103 , independently of each other, are substituents such as, but not limited 
to, H, alkyl, alkenyl, alkynyl, -alkylene-aryl, -alkylene-cycloalkyl, and the like, in the presence 

25 of a reducing agent such as sodium cyanoborohydrode or sodium triacetoxyborohydride, to 
afford (71) wherein R 100 should be understood as R 102 -C(H)(R 103 )-. 

Alternatively, (78) may be treated with a reagent such as R 102 C(O)-CI and a base 
such as TEA, or R 102 C(O)-OH in the presence of a dehydrating agent such as EDC, to afford 
an intermediate amide, which may be reduced with a reagent such as DIBAL or LAH, in a 
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solvent such as THF, at a temperature of from 0°C to 80°C, to afford (71) wherein R 100 
should be understood as -CH r R 102 . Alternatively, (71) wherein R 100 is -CH 3 may be prepared 
by treatment of (78) with a reagent R 102 -O-C(O)-Cl f or R 102 OC(0)-0-C(OK).R 102 f in the 
presence of a base such as TEA or aqueous alkali, to afford an intermediate which may be 
5 reduced as above employing DIBAL or LAH giving (71). 



Scheme 4 describes the synthesis of a compound of formula (81). 



Scheme 4 



10 




A 2 is (un)substituted heteroaryl, (un)substituted fused heterocyclylheteroaryl, or 
(un)substituted fused cycloalkylheteroaryl. 

R 100 and R 101 are, independently of each other, substituents such as but not limited 
to H, (un)substituted alkyl, (un)substituted alkenyl, (un)substituted alkynyl, (un)substituted 
15 -alkylene-aryl, (un)substituted -alkylene-cycloalkyl, and the like. 

The amine (73) may be treated with the reagent chlorocarbonyl isocyanate in the 
presence of a base such as DIEA, in a solvent such as THF, DCE, or dioxane, at a 
temperature of from - 60°C to 25°C. The intermediate thus formed may be treated at a 
temperature of from 0°C to 80°C with (71 ) to afford (81 ). 



Scheme 5 describes the preparation of an intermediate of formula (87). 
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Schemed 




L 11 is, in this instance, a group such as (un)substituted alkytene or a direct bond. 

R 104 is a substituent such as but not limited to (un)substituted alkyl, (un)substttuted 
5 aryl, (un)substituted alkenyl, (un)substituted alkynyl, (un)substituted -alkylene«aryl t 
(un)substituted -alkylene-cycloalkyl, and the like. 

The anthranilic acid (82) may be treated with an add chloride R 104 -CO-CI in the 
presence of a base such as TEA or aqueous alkali to afford an amide intermediate, which 
may be treated with a dehydrating agent such as POCI 3 or SOCI 2 in a solvent such as DCE, 
10 at a temperature of from 0°C to 80°C, to afford (83). A reagent (84) derived from an active 
metallating agent such as lithium or magnesium metal and G 1 -L 11 -Br or G 1 -L 11 -l may be 
prepared. For example, where G 1 is aryl and L 11 is a direct bond, G 1 -L 11 -Br may be treated 
with n-butyllithium in a solvent such as ether, at a temperature of from - 78°C to 0°C, to 
afford the reagent (84) where M 1 is Li. (84) may be treated with (83) in a solvent such as 
1 5 THF, at a temperature of from - 78°C to 50°C, to afford (85). The amide (85) may be treated 
with aqueous alkali in a solvent such as ethanol, at a temperature of from 25°C to 100°C, to 
afford (86). 

20 Scheme 6 describes an alternate synthesis of a compound of formula (88). 
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Scheme 6 





O 



,101 



NHR 



,101 



NHR 



BCI, 
GaCl3 



(88) 



L 12 is, in this instance, a group such as but not limited to (un)substituted alkylene, 
(un)substituted cycloalkylene, or a direct bond. 

An amine compound (87) may be treated with an acid chloride, or other acid halide, 
in the presence of boron trichloride at a temperature of from -40 °C to 25 °C. followed by 
treatment with gallium (III) chloride and chlorobenzene and heating at a temperature of from 
50 °C to 150 °C, to afford (88). 



Scheme 7 describes synthesis of intermediates of formulae (91), (92), (93), (94), 
and (95). 
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L t3 is a group such as oxygen, or may be a group broadly defined as for L 12 and L 11 . 
R106 f R107 and R108 are groups such as but not limited to (un)substituted alkyl, 
5 (un)substituted -alkylene-aryl, or H. 

The nitrotoluene (89) can be brominated with a reagent such as N- . 
bromosuccinimide in carbon tetrachloride to get the bromide intermediate (90). The methyl 
group in (89) may also be a more elaborate alkyl broup with hydrogen(s) on the carbon 
1 0 adjacent to A 1 . The bromide (90) may be treated with sodium methanesulfinate to afford 
intermediate (91) and with secondary or primary amines to obtain the intermediate (92). 
Alternately, the R 108 and R 107 groups in the compound R 106 R 107 NH may be taken together for 
constitute an heteroaryl or heterocyclic group, and treatment of (90) with such a compound in 
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the presence of a base such as potassium tert-butoxide affords (92) where the R 108 and R 107 
groups are taken together for constitute a heteroaryl or heterocyclic group. Alternately, (90) 
may be treated with sodium thiolacetate, followed by hydrolysis with aqueous alkali, to afford 
the thiol (91). From (91), various compounds may be prepared. For example, treatment of 
5 (91 ) with an alkylating agent such as an alkyl bromide in the presence of base such as 
sodium hydride affords (93) where L 14 is S and R 105 is alkyl. Oxidation of this species with a 
reagent such as m-chloroperbenzoic acid may afford the compound where L 14 is -SO2- , 
Compound (92) where R 106 is H may be treated with a compound R 108 SO 2 CI in the presence 
of a base such as pyridine to form (95). Alternately, (92) where R 106 is H may be treated with 
10 a carboxylic acid R 108 COOH in the presence of a peptide coupling agent such as 
dicyclohexylcarbodiimide to form (94). 



Scheme 8 describes synthesis of compounds of formula (97). 

15 



Scheme 8 




L 18 is oxygen. G 1 and L 18 , in this instance, preferably contain no ketone, aldehyde, 
or primary or secondary amine groups. 
20 R 109 , R 110 , and R 111 are groups such as but not limited to (un)substituted alkyl, H, or 

(un)substituted alkylene-aryl. R 110 and R 111 may optionally be taken together to constitute a 
heterocyclic ring. 



25 



Ureas of formula (91) can be reductively aminated using amines R 110 NHR 111 and a 
reagend such as sodium triacetoxyborohydride in a solvent such as 1 ,2-dichloroethane in the 
presence or absence of acetic acid to obtain compounds of formula (92). 
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Scheme (9) describes synthesis of compounds of formulae (100) and (101). 



Scheme 9 





L 17 is carbonyl or sulfonyl group. 

Nitrophenylureas (98) can be reduced to aniline derivatives of formula (99). 
Treatment of intermediate (99) with acid chlorides or sulfonyl chlorides can yield compounds 
10 of formula (100). Alkylation of intermediate (99) using aldehydes or ketones in the presense 
of sodium triacetoxyborohydride affords (101 ). Alternately, (99) may be treated with a 
dialkyl halide and a base such as DIEA to afford (101) where R 113 and R 114 and the nitrogen 
to which they are attached constitute a ring. 
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10 L 19 in this instance is a group such as (un)substituted alkylene. R 115 and R 116 are 

independently, groups such as (un)substituted alkyl, (un)substituted alkylene-aryl, or H. 
Alternately, R 115 and R 116 may be taken together to constitute a heterocyclic ring. 

The acid (102) may be coupled with an amine R 115 NHR 116 in the presence of a 
15 coupling agent such as dicyclohexylcarbodiimide in a solvent such as THF or 
dichloromethane to afford (103). 



20 



Scheme 1 1 



25 
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(106) 

A 3 is a group such as (un)substituted heteroarylene, (un)substituted fused 
heterocyclylheteroarylene, or (un)substituted fused cycloalkylheteroarylene. 

5 R 117 is a group such as (un)substituted aikyl, (un)substituted alkylene-aryl, 

(un)substituted aryl, or (un)substituted heteroaryl. 

The compound (104) may be treated with a thiol reagent in the presence of a base 
such as DIEA at temperatures of from 50 °C to 150 °C to afford the thioether (105). (105) 
10 may be oxidized with a oxidizing reagent such as 

m-chloroperbenzoic acid in a solvent such as dichloromethane to afford the sulfone (106). 
Where only one equivalent of the oxidant is employed, the sulfoxide may be obtained. 
Where 2 or more equivalents of oxidant are employed, the sulfone is obtained. 



15 



Scheme 12 describes the synthesis of compounds of formula (109). 



WO 2004/002481 



PCT/DK2003/000449 




(109) 

A 3 is a group such as (un)substituted heteroaryiene, (un)substituted fused 
heterocyclylheteroarylene, or (un)substituted fused cycloalkylheteroarylene. 
5 L 20 in this instance is a group such as (un)substituted alkylene. R 117 is a group such 

as (un)substituted alkyl, (un)substituted alkylene-aryl, (un)substituted aryl, or (un)substituted 
heteroaryL Lg 2 is a leaving group such as chloride, methanesulfonate, or p-toluenesulfonate. 



The compound (107) where Lg 2 is methanesulfonate may be synthesized from the 
10 precursor where Lg 2 is hydroxyl by treatment with methanesutfonyl chloride in the presence 
of pyridine. (107) then may be treated with a thiol reagent in the presence of a base such as 
DIEA, potassium tert-butoxide, or sodiun hydride, to afford the displacement product (108). 
The thioether product (108) may be oxidized to the sulfoxide or sulfone (109) as described in 
Scheme 11. 

15 

Scheme 1 3 describes the synthesis of compounds of formula (111). 
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(110) 011) 

L 21 in this instance is a group such as alkylene. R 115 and R 118 may have the 
meaning denoted previously, or may be, independently, groups such as (un)substituted alkyl, 
5 (un)substituted alkylene-aryl, (un)substituted aryl, H, or (un)substituted heteroaryl. A 3 is a 
group such as (un)substituted heteroarylene, (un)substituted fused 
heterocyclylheteroarylene, or (un)substituted fused cycloalkylheteroarylene. 

The acid (1 10) may be coupled with an amine R 115 NHR 118 in the presence of a 
10 coupling agent such as dicyclohexylcarbodiimide to afford (111). 

Scheme 14 describes a synthesis of intermediates of formula (113). 

Scheme 14 




(113) 

15 R 118 and R 119 may be, independently, groups such as (un)substituted alky!, 

(un)substituted alkylene-aryl, (un)substituted aryl, H, or (un)substituted heteroaryl. 

Thiourea may be condensed with the bromo carbonyl compound (112) in the 
presence or absence of a mild base such as potassium carbonate or triethylamine, in a 
20 solvent such as ethanol, at a temperature of from 25 °C to 120 °C, to afford (113). The 
bromo compound (112) may be accessed by a variety of methods known in art. For 
example, bromination of the ketone with pyrrolidinium hydrotribromide in THF or N- 
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bromosuccinimide in THF in the presence of a mild base such as potassium carbonate 
affords (112). 

Scheme 15 describes synthesis of intermediates of formula (1 17) 

Scheme (15) 



0 

r 
o 



\ f HO Tf^r OEt G V r» 

edchobi \#J O O n=0,1 

(114) (115) 



G V r» HN^ Rl GV V 1 f R 1 

(116) (117) 



10 Scheme 15 shows the synthetic route to diamides of the type (117), where A 1 , L\ 

R 20 , R\ G\ G 2 are as defined in Formula (I). Amine (1 14) can be coupled with an activated 
oxalic or malonic esters using EDC/HOBt to give amide (115). Deprotection of the t-butyl 
ester of B is done with lithium hydroxide to give the carboxylic acid (116), which can be 
coupled using standard amide coupling reagents (eg. PyBOP) to give diamides of the type 

15 (115). 



The intermediates in the above Schemes may be substituted with amino, hydroxyl, 
or carboxyl groups which may require protection and deprotection during the course of 
20 preparation of Example compounds. 



"Amino protection" refers to substituents of the amino group commonly employed to 
block or protect the amino functionality while reacting other functional groups on the 
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compound. Examples of such amino-protecting groups include the formyl group, the trityl 
group, the phthalimido group, the trichloroacetyl group, the chloroacetyl, bromoacetyl and 
iodoacetyl groups, urethane-type blocking groups such as benzyloxycarbonyl, 4- 
phenylbenzyloxycarbonyl, 2-methylbenzyloxycarbonyl, 4-methoxybenzyloxycarbonyl, 4- 
5 fluorobenzyloxycarbonyl, 4-chlorobenzyloxycarbonyl, 3-chlorobenzyloxycarbonyl, 2- 
chlorobenzyioxycarbonyl, 2,4-dichIorobenzyloxycarbonyl, 4-bromobenzyloxycarbonyl, 3- 
bromobenzyloxycarbonyl, 4-nitrobenzyloxycarbonyI, 4-cyanobenzyloxy-carbonyl, 2-(4- 
xenyl)iso-propoxycarbonyl, 1,1-diphenyleth-1-yloxycarbonyI, 1,1-diphenylprop-1- 
yloxycarbonyl, 2-phenylprop-2-yIoxycarbonyl, 2-{p-toluyl)prop-2-yloxycarbonyl > 
10 cyclopentanyloxycarbonyl, 1-methylcyclopentanyloxycarbonyl, cyclohexanyloxycarbonyl, 1- 
methylcyclohexanyloxycarbonyl, 2-methylcyclohexanyloxycarbonyl, 2-(4- 
toIuylsulfonyl)ethoxycarbonyl, 2(methylsulfonyl)ethoxycarbonyl, 2- 

(triphenylphosphino)ethoxycarbonyl, 9-fluorenylmethoxycarbonyl ("FMOC"), t-butoxycarbonyl 
("BOC"), 2-(trimethylsilyl)ethoxycarbonyl, allyloxycarbonyl, 1-(trimethylsilylmethyl)prop-1- 

1 5 enyloxycarbonyl, 5-benzisoxaIylmethoxycarbonyl, 4-acetoxybenzyloxycarbonyl, 2,2,2- 
trichloroethoxycarbonyl, 2-ethynyl-2-propoxycarbonyl, cyclopropylmethoxycarbonyl, 4- 
(decyloxy)benzyloxycarbonyl, isobomyloxycarbonyl, 1-piperidyloxycarbonyl and the like; the 
benzoylmethylsulfonyl group, the 2-(nitro)phenylsulfenyl group, the diphenylphosphine oxide 
group and like amino-protecting groups. The species of amino-protecting group employed is 

20 not critical so long as the derivatized amino group is stable to the condition of subsequent 
reaction(s) on other positions of the compound of Formula (I) and can be removed at the 
desired point without disrupting the remainder of the molecule. Preferred amino-protecting 
groups are the allyloxycarbonyl, the t-butoxycarbonyl, 9-fluorenylmethoxycarbonyl, and the 
trityl groups. Similar amino-protecting groups used in the cephalosporin, penicillin and 

25 peptide art are also embraced by the above terms. Further examples of groups referred to 
by the above terms are described by J. W. Barton, "Protective Groups In Organic Chemistry", 
J. G. W. McOmie, Ed., Plenum Press, New York, N.Y., 1973, and T. W. Greene, "Protective 
Groups in Organic Synthesis", John Wiley and Sons, New York, N.Y., 1981 . The related 
term "protected amino" defines an amino group substituted with an amino-protecting group 

30 discussed above. 



"Hydroxyl protection" refers to substituents of the alcohol group commonly employed 
to block or protect the alcohol functionality while reacting other functional groups on the 
compound. Examples of such alcohol -protecting groups include the 2-tetrahydropyranyl 
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group, 2-ethoxyethyl group, the trityl group, the trichloroacetyl group, urethane-type blocking 
groups such as benzyloxycarbonyl, and the trialkylsilyl group, examples of such being 
trimethylsilyl, tert-butyldimethylsilyl, phenyldimethylsilyl, triiospropylsilyl and 
thexyldimethylsilyl. The choice of of alcohol-protecting group employed is not critical so long 
5 as the derivatized alcohol group is stable to the condition of subsequent reaction(s) on other 
positions of the compound of the formulae and can be removed at the desired point without 
disrupting the remainder of the molecule. Further examples of groups referred to by the 
above terms are described by J. W. Barton, "Protective Groups In Organic Chemistry", J. G. 
W. McOmie, Ed., Plenum Press, New York, N.Y., 1973, and T. W. Greene, "Protective 
1 0 Groups in Organic Synthesis", John Wiley and Sons, New York, N.Y., 1 981 .• The related term 
"protected hydroxyl" or "protected alcohol" defines a hydroxy! group substituted with a 
hydroxy! - protecting group as discussed above. 



"Carboxyl protection" refers to substituents of the carboxyl group commonly 
1 5 employed to block or protect the -OH functionality while reacting other functional groups on 
the compound. Examples of such alcohol -protecting groups include the 2-tetrahydropyranyl 
group, 2-ethoxyethyl group, the trityl group, the allyl group, the trimethylsilylethoxymethyl 
group, the 2,2,2-trichloroethyl group, the benzyl group, and the trialkylsilyl group, examples 
of such being trimethylsilyl, tert-butyldimethylsilyl, phenyldimethylsilyl, triiospropylsilyl and 
20 thexyldimethylsilyl. The choice of carboxyl protecting group employed is not critical so long 
as the derivatized alcohol group is stable to the condition of subsequent reaction(s) on other 
positions of the compound of the formulae and can be removed at the desired point without 
disrupting the remainder of the molecule. Further examples of groups referred to by the 
above terms are described by J. W. Barton, "Protective Groups In Organic Chemistry", J. G. 
25 W. McOmie, Ed., Plenum Press, New York, N.Y., 1973, and T. W. Greene, "Protective 

Groups in Organic Synthesis", John Wiley and Sons, New York, N.Y., 1981 . The related term 
"protected carboxyl" defines a carboxyl group substituted with a carboxyl -protecting group as 
discussed above. 
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General Procedure A: Preparation of 1-Aivloxv-2-nitrobenzenes.1-Arvlsulfanvl-2- 
nitrobenzenes and 2-Arvloxv-3-nitropvridines 

To a solution of potassium f-butoxide (0.62 g, 5.5 mmol) in anhydrous DMF (10 ml) 
5 was added a phenol, arylmercaptan or 2-mercaptopyridine (5.5 mmol) at room temperature 
and the mixture was stirred for 30 min. A 1-fluoro-2-nitrobenzene derivative or 2-bromo-3- 
nitropyridine (5.0 mmol) was added and the contents were heated at 80°C for 12 h. The 
contents were poured into water and extracted with ethyl acetate. The organic layer was 
washed (dil. NaOH, water, brine), dried (Na^O^ and concentrated. In general, the desired 
1 0 products were of >90% pure and were used as such for further manipulations. 

General Procedure B: Preparation of 2-Arvloxvanilines. 2-Arvlsulfanvlanilines and 3-amino-2- 
arvloxvpvridines 

The crude 2-substituted-1 -nitrobenzene from procedure A was dissolved in ethanol 
(10 ml). To this solution were added anhydrous tin(ll) chloride (3.8 g, 20 mmol) and cone HCI 

15 (0.2 ml). The resulting mixture was heated at 80°C for 10 h, cooled and concentrated. The 
residue was diluted with water (100 ml), neutralized to pH 8-9. To the suspension, ethyl 
acetate (40 ml) was added, stirred for 5 min and filtered through celite. The layers were 
separated and the aqueous layer was extracted with ethyl acetate (2x10 ml). The combined 
organic layer was washed with brine, dried (Na 2 S0 4 ) and concentrated under reduced 

20 pressure to obtain the desired aniline in 60-70% yield. In general, the desired anilines were 
of >85% pure (LC-MS) and were used as such for further manipulations. 

General Procedure C for Preparation of 2-Arvloxvanilines and 2-Arvlsulfanvlanilines 

The crude 2-substituted-1 -nitrobenzene (-5 mmol) was dissolved in methanol (10 
ml) in a 100 ml round-bottom flask. To this solution was added 10% palladium on charcoal 
25 (300 mg) and the flask was evacuated. The flask was filled with hydrogen with the aid of a 
balloon and the contents were stirred overnight. The mixture was filtered through celite and 
concentrated to obtain desired aniline (>90% purity by LC-MS). 

General Procedure D: Preparation of urea 

A mixture of 1,1'-carbonyldiimidazole (98 mg, 0.6 mmol), 2-aminoheteroarene (0.6 
30 mmol) and 4-(A/,A/-dimethylamino)pyridine (5 mg) in dichloroethane (5 ml) was heated at 
80°C for 2 h. The reaction mixture was cooled to room temperature and was added solution 
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of a substituted aniline (0.5 mmol) in dichioroethane (2 ml). The resulting suspension was 
heated at 80°C for 10 h and concentrated. The residue was purified by column 
chromatography (silica, CH 2 CI 2 then 10-30% ethyl acetate in CH 2 CI 2 ) to afford the desired 
urea in 60-80% yield. 

5 General Procedure E: Preparation of urea 

A mixture of isocyanate (0.5 mmol) and 2-aminoheteroarene (0.5 mmol) in 
dichioroethane (4 ml) was heated at 80°C for 12 h. The reaction mixture was concentrated 
under reduced pressure. The residue was purified by column chromatography (silica, CH 2 CI 2 
then 10-30% ethyl acetate in CH^C\ 2 ) to afford the desired urea in 60-80% yield. 

10 General Procedure F: for Preparation of 2-Arvloxv-1 -nitrobenzenes 

To a solution of potassium f-butoxide (0.62 g, 5.5 mmol) in anhydrous THF (20 ml) 
was added a phenol (5.5 mmol) at -10°C and the mixture was stirred for 30 min. A fluoro-1- 
nitrobenzene derivative (5.0 mmol) was added at -10°C and stirred for 12 h at room 
temperature. The contents were poured into water (25 ml) and extracted with ethyl acetate 

15 (3x20 ml). The organic layer was washed (dil. NaOH, water, brine), dried (Na 2 S0 4 ) and 
concentrated to give the desired products with >90% purity by LC-MS and were used as 
such in the next step. 

General Procedure G: for Preparation of 1-Alkoxv-2-nitrobenzenes 

To a suspension of NaH (60%, 0.20 g, 5.0 mmol) in anhydrous THF (10 ml) was 

20 added an alcohol (5.0 mmol) dropwise at room temperature and the mixture was stirred for 
30 min. 1-Fluoro-2-nitrobenzene (5.0 mmol) was added and the contents were heated at 
60°C for 12 h. The contents were poured into water and extracted with ethyl acetate. The 
organic layer was washed (dil. NaOH, water, brine), dried (Na 2 S0 4 ) and concentrated. In 
general, the desired products were of >90% pure and were used as such in the further 

25 manipulations. 

General procedure H: General procedure for preparation of compounds of general formula I 
that contain a urea moiety in the central core. 

One equivalent of a mono- di- or tri.substituted aniline is dissolved in an organic 
solvent such as ethyl acetate, toluene, or dichloromethane and hydrochloride dissolved in an 
30 organic solvent such as ethyl acetate, toluene or dichloromethane is added. The mixture is 
concentrated in vacuo to give the hydrochloride of the aniline. The residue is dissolved or 



WO 2004/002481 PC17DK2003/000449 

163 

suspended in a non protic organic solvent such as toluene or dichloromethane and excess 
(e.g. 2 to 5 equivalents) of diphosgene or another phosgene equivalent is added. The 
mixture is either run at room temperature or heated (up to reflux temperature of the solvent) 
for 5 to 20 hours. The reaction mixture is concentrated in vacuo and the intermediate residue 
5 used in the next step without further purification. 

The crude intermediate isocyanate is dissolved in an organic solvent such as ethyl 
acetate, toluene, dichloromethane, dioxane, DMSO or DMF and one equivalent of a 
heterocyclic amine is added. The reaction mixture is run at either room temperature or 
heated until the reaction is taking place. The reaction temperature will depend on the 
10 reactivity of the isocyanate and the nucleophilicity of the amine and can be followed either 
using HPLC or TLC. The reaction mixture is diluted with an organic solvent such as ethyl 
acetate, toluene or dicloromethane and the mixture extracted with water. The product is 
purified using standard procedures as described in the art or as exemplified below. 

General Procedure H1 : Preparation of amides from carboxvlic acids prepared using 
15 procedure H: 

One equivalent of a N-substituted aminothiazol-4-ylcarboxylic acid or N-substituted 
aminothiazol-4-ylacetic acid prepared by using general procedure H is dissolved in an 
organic solvent such as 1 ,2-dichloropropane t dimethylformamide or a mixture of two organic 
solvents such as a mixture of 1 ,2-dichloropropane and dimethylformamide. One equivalent of 

20 PyBOP (benzotriazoIe-1-yl-oxy-tris-pyrrolidino-phosphonium hexafluorophosphate) is added, 
the reaction mixture is left standing for 20 minutes followed by addition of two equivalents of 
an appropriate amine and DIPEA (diisopropylethylamine), and the mixture is left overnight 

The reaction mixture is diluted with ethylacetate and extracted using a general 
washing procedure such as washing twice with water, twice with 4N HCI, once with water, 

25 twice with 50% saturated sodiumhydrogencarbonate, and three times with water. The 

organic solvent is evaporated in vacuo giving an amorphous product The product is purified 
by either recrystalization in an organic solvent such as diethylether or by HPtC (e.g. a 
Waters Deltprep 4000). 

In case the isolated product contains a carboxylic acid ester functionality, the ester 

30 group can be hydrolysed to the corresponding acid by dissolving the compound in ethanol 
96% and adding 2N NaOH. The mixture is left standing for some time ( e.g. 2 hours) 
whereafter the ethanol is evaporated in vacuo, water is added, and pH is adjusted to acidic 
with 2N HCI. The mixture is extracted with an organic solvent such as ethylacetate and the 
combined organic phases are evaporated in vacuo giving an amorphous product 
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General procedure H2: Preparation of intermediate isocvanates: 
2-Benzvlphenvl isocvanate 




N==o 

5 2-Benzylani!ine (2.0 g, 11 mmol) was dissolved in ethylacetate (5 mi) and 

hydrochloride in ethylacetate (3N, 5 ml) was added. After 2 hrs the organic solvent was 
removed in vacuo giving a solid residue. Toluene (50 ml) was added, then diphosgene (2.2 
g t 33 mmol) and the reaction-mixture was heated at 1 10°C for 16 hours. The solvent and 
excess diphosgene was removed in vacuo giving an residual oil that was used for the next 
1 0 step without further purification. 

The following isocyanates were prepared using the same procedure used for 
preparation of benzylphenyl isocyanate: 

(5-Chloro-2-isocyanatophenvl)phenvl methanone 



CI 




O N=-=0 
15 2-(2-Methvlphenoxv)phenvl isocvanate 




CH 3 N==0 
2-(4-Methoxvphenoxv)-5-(trifluoromethvnphenvl isocvanate 

2-(Phenylsulfonvl)Dhenvl isocvanate 



20 
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General Procedure I: Preparation of 2-acvl anilines 

A solution of 1 M borontrichloride in dichloromethane (110 mL, 0.11 mol) was cooled 
to -20 °C. To this solution was added a solution of aniline (0.1 mol) in dichloromethane (100 
5 mL). The mixture was warmed to room temperature and was stirred for 3 h. The mixture was 
re-cooled to -20 °C. Alkyl nitrile (0.1 mol) was added over 5 min, followed by 1 M solution of 
(anhydrous) GaCI 3 (100 mL v 0.1 mol) in dichloromethane. To this solution was added 
chlorobenzene (300 mL) and the mixture was heated to reflux for 24 h. After being cooled to 
room temperature, the mixture was poured into ice water (1 L) and the mixture was stirred for 

10 3 h. The organic layer was separated and the aqueous layer was extracted with 

dichloromethane (4 x 400 mL). The combined organic layer was washed with water (4 x 500 
mL), brine (2 x 500 mL), dried over anhydrous Na2S0 4 . The aqueous layer was then basified 
to pH 7.5 with Na 2 C0 3 and the mixture was extracted with dichloromethane (2 x 400 mL). 
The organic layer was washed with water (4 x 500 mL), brine (2 x 500 mL), dried over 

15 anhydrous Na^O* Both organic layers were combined and concentrated in vacuo. The 
crude mixture was purified by column chromatography with hexanes-ethyl acetate (9:1 ) as 
eluent to give the 2-amino-alkylphenones in 10-50% yield. 

General Procedure J: Preparation of acids from esters 

20 The ester (1 mmol) was dissolved in 1:1 mixture of THF and methanol (5 mL). To 

this solution was added 2 M solution of LiOH (2 mL, 4 mmol). The mixture was stirred for 1 h 
and was concentrated. The residue was diluted with water (10 mL) and the aqueous layer 
was washed with ether (2x10 mL). The water layer was acidified with HCI to pH 6.0 and 
precipitated acid was extracted with ethyl acetate (2 x 50 mL). The organic layer was washed 

25 with water (2 x 20 mL), dried (Na^C^) and concentrated in vacuo to furnish the desired acid 
in almost quantitative yield. 

General Procedure K: Preparation of amides 

A mixture of acid (0.5 mmol) and HBTU (0.5 mmol) was dissolved in anhydrous 
30 DMF (2 mL). To this solution was added DIEA (0.6 mmol) and stirred for 2-3 minutes. A 
solution of alkyl amine (0.5 mmol) in DMF (1 mL) was added and the mixture was stirred at 
room temperature for 30 min. The mixture was poured into water (20 mL) and was extracted 
with ethyl acetate (2 x 20 mL). The organic layer was washed with saturated solution of citric 
add (5 mL), NaHCQ3 (2 x 10 mL) water (2x0 mL), brine (2x10 mL), dried (NaaSCU) and 
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concentrated in vacuo to give the desired amide. The crude mixture was purified by column 
chromatography (silica, CH 2 CI 2 then 10-50% ethyl acetate in CH 2 CI 2 ) to furnish amide in 50- 
75% yield. 

5 General Procedure L: Preparation of sulfonamides/amides 

To a solution of acid (1.0 mmol) and DIEA (1.5 mmol) in anhydrous THF (20 mL) 
was added diphenylphosphoroyl azide (1.5 mmol) and was heated to reflux for 8-12 hours. 
The reaction mixture was then concentrated in vacuo to give crude isocyanate. To this crude 
product was added dilute HCI (1 .2 M, 20 mL) and the mixture was heated to reflux for 2 

1 0 hours. The reaction mixture was neutralized with Na 2 C0 3 and the aqueous layer was 
extracted with ethyl acetate (3 x30 mL). The organic layer was washed with water (2 x 30 
mL), brine (1 x 30 mL) and dried (anhydrous Na2S0 4 ) and concentrated in vacuo to give the 
desired amine. This crude amine (1.0 mmol) was reacted with aryl/alkylsulfonyl chloride (1 
mmol) and E^N (2 mmol) to give the desired sulfonamides. The amides were prepared as 

15 described in procedure K. The crude product was purified by silica gel chromatography 
[hexanes:EtOAc/MeOH (70:30:0 to 5:90:5)] to furnish the desired sulfonamides in 20-30% 
yield. 

General Procedure M: Preparation of bis-ureas or carbamates 

20 A mixture of acid (1 .0 mmol) and DIEA (1 .5 mmol) was dissolved in anhydrous THF 

or CH 3 CN (30 mL). Then dipenylphosphoroyl azide (1.5 mmol) added to the reaction mixture. 
Reaction mixture was refluxed for 8-12 hours. The reaction mixture was then concentrated in 
vacuo to give crude isocyanate. To this crude product desired amines or alcohols(2.0 mmol) 
were added and stirred at rt for 2h. The reaction mixture was then concentrated in vacuo. 

25 The crude reaction mixture was then purified by silica gel chromatography (hexanes:EtOAc 
70:30 to 10:90) to furnish the desired bis-ureas or carbamates in 30-45% yield. 
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General Procedure N: Preparation of alcohols 

To a solution of ethyl-2-amino-4-thiazolyl acetate or ethyl-2-amino-4thiazoyl 
carboxylate (100 mmol) in anhydrous THF (100 mL) was added lithiumborohydride (200 
mmol, 2.0 M solution in THF) at -10 °C, and the mixture was allowed to warm up to ambient 
5 temperature and stirred for 8-10 h. The mixture was then concentrated in vacuo. Methanol 
(200 mL) was added to quench excess lithiumborohydride and filtered through with a plug of 
silica gel to afford the amino alcohol. 

To this crude amino alcohol (100 mmol) and imidazole (500 mmol) in anhydrous 
DMF (50 ml) was added ferf-butyldimethylsilyl chloride (500 mmol) and stirred at rt for 6 h. 
10 The reaction mixture was then washed with water (5x100 mL) and brine (2x100 mL) and 
extracted with ethylacetate (3x200 mL), dried over Na^O^ and concentrated in vacuo to 
give TBS-protected amino alcohol. 

TBS-protected amino alcohol (50 mmol) was subjected to urea formation following 
general procedure D to give desired urea. This crude urea (25 mmol) was then treated with 
1 5 TBAF (50 mmol, 1 .0 M solution in THF) and stirred at rt for 4 h. The reaction mixture was 
poured in to water and extracted with ethyl acetate. The organic extracts were combined, 
washed (water), dried (Na2S0 4 ) and concentrated in vacuo. The crude mixture was purified 
by silica gel chromatography [hexanes:EtOAc (70:30 to 10:90)] to afford the desired alcohol 
in 70-80 % yield. 

20 

General Procedure O: Preparation of Amines by Reductive Amination 

To the aldehyde (0.1 1 mmol) in dichloroethane or THF (5 mL) was added the 
respective amine (0.1 1 mmol) and stirred at room temperature for 15 min. To this solution 
was added sodium triacetoxyborohydride (0.16 mmol). After stirring at room temperature 
25 overnight, the mixture was concentrated in vacuo and purified by column chromatography 
(silica, 2-8% MeOH in DCM) to obtain the desired product in 30-50 % yield. 

General Procedure P: Preparation of Arvlethers by Mitsunobu Reaction 

To a solution of 1-[2-(cyclopentanecarbonyl-4-methyl-phenyl]-3-[4-(2-hydroxy-ethyl)- 
30 thiazol-2-ylJ-urea (0.268 mmol), phenol (0.536 mmol) and triphenylphosphine (0.268mmol) in 
THF (2 mL) was added diisopropyl azodicarboxylate (0.268mmol) at 0°C. The resulting 
solution was stirred at rt overnight, The mixture was concentrated and purified by flash 
chromatography on silica gel (10-50% EtOAc/ hexane) to give the desired product in 28-40% 
yield. 
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General procedure Q: Synthesis of 1-(2K^dopentanovl"4-methvl-phenvlV3-f5-alkvlthio-2- 
thiazolvDureas 

A mixture of 1-(2-cydopentanoyl-4-methyl-phenyI)-3-^ (1 
mmol), atkylthiol (2 mmol) and DIEA (2 mmol) in DMF (5 mL) was heated at 80°C for 3 h. 
5 The mixture was poured into water (20 mL) and was extracted with ethyl acetate (3 x 25 rnL). 
The organic layer was washed with water (2 x 30 mL), brine (1 x 30 mL), dried (anhydrous 
Na2S0 4 ) and concentrated in vacuo to furnish a residue containing 1-(2-cyclopentanoyl-4- 
methyl-phenyl)-3-(5-alkythio-2-thia2olyl)urea along with 1-(2-cydopentanoyl-4-methyl- 
phenyl)-3-(thiazol-2-yl)urea. The crude product was purified by column chromatography 
10 (silica, CH 2 CI 2 then 5-20% ethyl acetate in CH 2 CI 2 ) to afford the desired product in 25-35 % 
yield 

Same procedure was adopted for the synthesis of 1-(2-cydopentanoyW-methyl- 
phenyl)-3-(5-arylthio-2-thiazolyl)ureas. The crude products were purified by column 
chromatography (silica, CH 2 CI 2 then 5-20% ethyl acetate in CH 2 CI 2 and 2% MeOH in CH 2 CI 2 ) 

1 5 to afford the desired product in 25-35 % yield. 

General Procedure R: Oxidation of alkvl and arvlthio substituted thiazoM ureas 

Alkyl or arylthio substituted thiazolyl urea (0.5 mmol) was dissolved in CH 2 CI 2 (5 mL) 
and was cooled to 0° C in an ice bath. To this solution was added m-cpba (133 mg, 0.75 
mmol) in CH 2 CI 2 (3 mL). The mixture was stirred at 0°C for 4 h and was diluted with CH 2 CI 2 

20 (30 mL). The organic layer was washed with saturated solution of NaHC0 3 (2 x 20 mL), 
water (3 x 20 mL), brine (1 x 20 mL), dried (anhydrous Na^SO^ and concentrated in vacuo. 
The crude mixture was purified by column chromatography (silica, CH 2 CI 2 then 5-20% ethyl 
acetate in CH 2 CI 2 and 2% MeOH in CH 2 CI 2 )Jo give the desired alkyl or aryl sulfone in 60- 
80% yield. 

25 General Procedure S: Preparation of 2-Amino Arvlphenones 

To a solution of 2-amino benzoic add (10 mmol) in THF was added benzoyl chloride 
(2.8 g, 20 mmol) followed by pyridine (1 .58 g, 20 mmol). The mixture was stirred for 1h at 
room temperature. The 2-phenyt-benzo[d][1 ,3]oxazin-4-one formed was filtered and the 
residue was washed with water and dried in vaccuum desiccator. 

30 To a solution of 2-phenyl-benzo[d][1 ,3]oxazin-4-one (5 mmol) in dry CH 2 CI 2 

(20 mL) was added 1N solution of aryl magnesium bromide in THF (5 mL) at 0° C. The 
mixture was stirred at room temperature for 2 h and poured into water (30 mL). The aqueous 
layer was extracted with ethyl acetate (3 x 30 mL) and was washed with water (3 x 50 mL), 
brine (1 x 50 mL), dried (anhydrous Na 2 S0 4 ) and concentrated in vacuo to afford N-(2- 

35 benzoyl-phenyl)-benzamide in 60-70% yield. 
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To a solution of the crude N-(2-benzoyl-phenyl)-benzamide (2 mmol) in THF (10 mL) 
was added 10 N solution of NaOH (5 mL) and was heated to reflux for 18 h. The mixture was 
poured into water (50 mL) and was extracted with ethyl acetate (3 x30 mL). The organic layer 
was washed with water (3 x 50 mL), brine (1 x 50 mL), dried (anhydrous Na^O^ and 
5 concentrated in vacuo to afford 2-amino arylphenone. The crude product was purified by 
column chromatography (silica, hexanes then 5-20% ethyl acetate) to furnish the desired 
product in 28-40 % yield. 

General Procedure T: Preparation of Amides/Sulfonamides 

To a solution of amine (0.5 mmol) in DCM (5 mL) was added triethylamine (1 mmol) 
10 and cooled the reaction mixture to 0 °C. Acid chloride or sulfonyl chloride (0.5 mmol) was 
added drop-wise and stirred for overnight The reaction mixture was concentrated in vacuo 
and the residue was purified by column chromatography [silica, DCM.ethyl acetate (80:20 to 
20:80)] to yield desired amides or sulfonamides respectively. 

15 General Procedure U: Preparation of Hvdantoins from Amino Acids: 

To a solution of Boc-Gly-Merrifield resin (1 .2 g, 0.96 mmol) was added trifluoroacetic 
acid (5 ml, 20% in DCM), then the resin was washed with three cycles of DMF, methanol, 
and DCM. To this resin in DCM (20 mL) was slowly added phosgene (10 mL, 20% in toluene, 
2.0 mmol)) and triethylamine (0.56 ml, 4.0 mmol) at -20 °C. The reaction mixture was 

20 allowed to warm up to room temperature. The excess phosgene was washed away with 
there cycles of DCM. To this resin in DCM (20 mL) was added 1-(4-aminomethyl-thiazol-2- 
yl)-3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-urea (0.9 g, 2.5 mmol) in DCM (10 mL) and 
the reaction mixture was placed in a shaker and reacted for 4 h to give the corresponding 
urea. The resin was then washed with three cycles of DMF, methanol and DCM and dried 

25 over 2 h. To the resin was added triethylamine (10 mL, 20% solution in THF) and the 
reaction mixture was heated for 16 h. The mixture was filtered and the filtrate was 
concentrated in vacuo to afford hydantoins in 60-75% overall yields. 

General Procedure V: Preparation of Specific 2-Aminothiazole Analogs: 
30 To a solution of 1 ,3-dichloroacetone, 1 ,3-dibromoacetone, 1-acetoxy-3- 

chloroacetone, bromomalonaldehyde or 1,4-dibromobutan-2,3-dione (100 mmol) in methanol 
(100 ml) was added thiourea (7.6 g, 100 mmol) and the mixture was stirred at rt for 3h. The 
reaction mixture was concentrated in vacuo to give the desired products in almost 
quantitative yields. 
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4-Chloromethyl-thiazole-2-ylamine (172 mg f 1.0 mmol) was reacted with arylthiols (2 
mmol) and DIEA (2 mmoi) in THF (5 mL) following the general procedure Z. These 
intermediates were coupled with CDI and 2-amino-5-methyl-phenyl)-cyclopentyl-methanone 
(203 mg, 1 .0 mmol) following the general procedure D. 

5 

General Procedure W: Preparation of alkvlamino nitrobenzenes 
1-Fluoro-2-nitrobenzene derivative (5.0 mmol) and an amine (10 mmol) in THF (25 
mL) were heated at 60 °C for 12 h. The contents were poured into water and extracted with 
ethyl acetate. The organic layer was washed (water, brine), dried (Na2S0 4 ) and 
10 concentrated. The residue was dissolved in methanol (25 mL) and subjected reduction 

following the general procedure C. In general, the desired products were of >90% pure and 
were used as such in the further manipulations. 

General Procedure X: Preparation of Alkenes bv Wittia Reaction 
15 The aldehyde (0.1 0g, 0.28mmol) and (carbethoxymethylene)-Wphenylphosphorane 

(0.1 2g, 0.34mmol) were stirred at room temperature in benzene overnight The reaction 
mixture was concentrated under vacuum and purified by column chromatography (silica, 15% 
EtOAc/hexanes) to obtain the product in 80% yield. 

20 General procedure Y: Synthesis of 1-(2'Cvclopentanovl-4-methvl-phenvn-3-f5'arvlthio-2- 
thiazolvflureas 

A mixture of 1-(2-cyclopentanoyl-4-methyl-phenyl)-3-(5-bromol-2-thiazolyl)urea (1 
mmol), arylthiol (2 mmol) and tert BuOK (2 mmol; 4 equivalent of terLBuOK was used for 
arylthio carboxylic acids) in DMF (5 mL) was heated at 80°C for 3 h. The mixture was poured 

25 into water (20 mL). Urea containing arylthio carboxylic acid was neutralized with saturated 
NaHC0 3 solution. The aqueous layer was extracted with ethyl acetate (3 x 25 mL). The 
organic layer was washed with water (2 x 30 mL), brine (1 x 30 mL), dried (anhydrous 
Na 2 S0 4 ) and concentrated in vacuo to furnish a residue containing 1-(2-cyclopentanoyl-4- 
methyl-phenyl)-3-(5-arylthio-2-thiazolyl)urea along with 1-(2-cyclopentanoyl-4-methyl- 

30 phenyl)-3-(2-thiazolyl)urea. The crude product was purified by column chromatography 
(silica, CH 2 CI 2 then 5-20% ethyl acetate in CH 2 CI 2 and 2% MeOH in CH 2 CI 2 ) to afford the 
desired product in 25-35 % yield. 
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Genera) procedure Z: Synthesis of 1-(2-cvclopentanecarfaonvl-4-methvl- 

phenylV344>farvl-sulfanvlmethvl)-thia2ol>2-vtVureas and 1-(2-cvclopentanecarfaonvl> 
4-methvl-phenvlV3444arvlsutfanvlVethvn-thiazol-2-vlVureas 

5 A mixture of 1 -(4-cWoromethyl-thiazol-2-yl^ 

phenyl)-urea (1 mmol), arylthiol (2 mmol) and DIEA (2 mmol) in THF (5 mL) was heated at 
80°C for 3 h. The mixture was poured into water (20 mL) and was extracted with ethyl 
acetate (3 x 25 mL). The organic layer was washed with water (2 x 30 mL), brine (1 x 30 mL), 
dried (anhydrous Na2S0 4 ) and concentrated in vacuo to furnish a residue containing 1-{2- 

1 0 cydopentanecarbonyl^methyl-phenyl)-3-^ The 
crude product was purified by column chromatography (silica, CH 2 CI 2 then 5-20% ethyl 
acetate in CH 2 CI 2 and 2% MeOH in CH 2 CI 2 ) to afford the desired product in 79-85 % yield 

Similarly, synthesis of 1-(2-cyclopentanecarbonyl-4-methyl-phenyl)-3«{4-[arylsulfanyl)- 
ethyQ-thiazol-2-yI}-urea was carried out by reacting methanesulfonic acid 2-{2-[3-(2- 

15 cydopentanerarbonyl^me%l-phenyl)-ureido]-thiazol-4-yl}-ethyl ester with arylthiol and 
EtaN. This afforded the desired product in 60-80 % yield. 
General procedure AA: Preparation of urea. 
A mixture of 1,1'-carbonyldiimidazole (98 mg, 0.6 mmol), (2-aminothiazol-4-yl)acetic 
acid ethyl ester (0.6 mmol) and 4-(/V,W-dimethylamino)pyridine (2 mg) in dichloromethane (5 

20 ml) was stirred at room temperature for 2 h. A solution of a substituted aniline derivative (0.6 
mmol) in dichloromethane (1 ml) was added and stirring was continued at room temperature 
for 24 h. The reaction mixture was concentrated and the residue was purified by column 
chromatography (silica, CH 2 CI 2 then 10-30% ethyl acetate in CH 2 CI 2 ) to afford the desired 
urea. 

25 HPLC-MS (Method A) 

The following instrumentation is used: 

• Hewlett Packard series 1 100 G 131 2A Bin Pump 

• Hewlett Packard series 1 100 Column compartment 

• Hewlett Packard series 1 1 00 G1 31 5A DAD diode array detector 
30 • Hewlett Packard series 1 1 00 MSD 

• Sedere 75 Evaporative Light Scattering detector 
The instrument is controlled by HP Chemstation software. 

The HPLC pump is connected to two eluent reservoirs containing: 
A: 0.01% TFA in water 
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B: 0.01% TFA in acetonitrile 
The analysis is performed at 40°C by injecting an appropriate volume of the sample 
(preferably 1 pi) onto the column which is eluted with a gradient of acetonitrile: 

The HPLC conditions, detector settings and mass spectrometer settings used are 
5 giving in the following table. 

Column: Waters Xterra MS C-18 X 3 mm id 5 Dm 
Gradient 5% - 100% acetonitrile linear during 7.5 min at 1.5ml/min 
Detection: 210 nm (analogue output from DAD (diode array detector)) 
ELS (analogue output from ELS) 
1 0 MS ionisation mode API-ES 

Scan 100-1000 amu step 0.1 amu 
After the DAD the flow is divided yielding approx 1 ml/min to the ELS and 0.5 ml/min 
totheMS. 



Example 1 

1 5 N-(2-Phenoxyphenyl)-N4thiazol-2-yl)urea 



H H 

T T 7 > 

O N^/ 

N-^-PhenoxyphenylJ-N'-fthiazoI^-ylJurea (0.59 g, 94.9%) was prepared from 2- 
phenoxyaniline (0.37 g, 2.00 mmol) and 2-aminothiazole (0.20 g, 2.00 mmol) following the 
general procedure D. 
20 LC-MS (m/z): 313 (M+1)*. 

1 H NMR (400 MHz, acetone-d 6 ): 6 6.76 (d, J = 13.8 Hz, 1 H), 6.98-7.04 (m, 4H), 7.1 1 (t, J = 
4.8 Hz, 2H), 7.32 (t, J = 8.0 Hz, 2H), and 8.35 (dd, J = 1 .6, 8.0 Hz, 1 H), 10.2 (br, 2H). 
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Example 2 

N-[2K2,3«Dimethoxyphenoxy)-5-Fluorophenyn-N'-(thi2ol-2-yl)sulfamide 




H H 



To a solution of sulfuryl chloride (2.0 ml, 2.0 mmol, 1 .0 M solution in dichloro- 



5 methane) were added p-nitrophenol (0.55 g, 4.0 mmol) in dichloromethane and N.N-diisopro- 
pylethylamine (0.71 ml, 4.0 mmol) at -78°C. The reaction mixture was stirred for 1 hour at - 
78 P C and 2-(2 t 3-dimethoxyphenoxy)-5-fluoroaniline (0.52 g, 2.0 mmol) in dichloromethane (5 
ml) was added. The reaction mixture was stirred for 10 min and 2-aminothiazole (0.2 g, 2.0 
mmol) was added. The reaction mixture was allowed to warm up slowly to ambient 

10 temperature. The mixture was concentrated under reduced pressure. The residue was 
dissolved in ethyl acetate and was washed (dil. NaOH, water, brine), dried (Na 2 S0 4 ) and 
concentrated under reduced pressure. The crude product was treated with Dowex-50 acidic 
resin in ethyl acetate-methanol (1:1) to remove unreacted 2-aminothiazole. The filtrate was 
concentrated and the residue was purified by silica gel column chromatography 

1 5 (ethylacetate:hexanes, from 50:50 to 90:1 0 as eluent system) to afford the title compound 
(0.42 g, 49%). 
LC-MS (m/z): 427 (M+1)*. 

1 H NMR (400 MHz, acetone-d 8 ): 6 3.12 (br, 2H), 3.71 (s, 3H), 3.86 (s. 3H), 6.56 (dd, J= 7.6, 
1.6 Hz, 1H), 6.66 (m, 1 H), 6.77-6.87 (m, 3H), 6.99 (t, J = 3.6 Hz, 1H), 7.26 (d, J = 4.8 Hz, 
20 1 H), and 7.38 (dd, J = 1 0.8, 3.2 Hz, 1 H) 
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Example 3 

1-(2-phenoxyphenyl)-5-(thiazol-2-yl)biuret 




To a solution of 2-phenoxyaniline (0.46 g, 2.50 mmol) in tetrahydrofuran (20 ml) was 
added diisopropylethylamine (0.89 ml, 5.00 mmol) and the solution was cooled to -30°C, 
then N-(chlorocarbonyl)isocyanate (0.3 ml, 3.75 mmol) was slowly added. The mixture was 
then allowed to warm up to the room temperature during 30 min. 2-Aminothiazole (0.375 g, 
3.75 mmol) was added to the reaction mixture and stirred at room temperature for 6 hours. 
The reaction mixture was concentrated under reduced pressure to afford crude product, 
which was purified by silica gel chromatography (hexanes:ethyl acetate from 80:20 to 30:70) 
to afford title compound (0.49 g, 55%) as pale yellow solid. 
LC-MS (m/z): 356 (M+1). 

1 H NMR (400 MHz, acetone-d 6 ): 6 6.92 (dd, J = 1.6, 7.6 Hz, 1H), 7.06 (m, 5H), 7.40 (m, 3H), 
8.32 (d, J = 4.8 Hz, 1H), 8.45 (d, J=5.6 Hz, 1H), 9.02 (br, 1H), 9.78 (br, 1H), and 10.46 (br, 
1H). 

Example 4 

2-[([[(2-Phenoxyanilino)sulfonyl]amino]carbonyI)amino]thiazole 



To a solution of chlorosulfonyl isocyanate (0.22 ml, 2.5 mmol) in tetrahydrofuran (25 
ml) were added 2-phenoxyaniline (0.37 g, 2.0 mmol) and DIEA (0.89 ml, 5.0 mmol) at -78°C. 
The solution was stirred and slowly allowed to warmed up to 0°C. To this reaction mixture, 
was added 2-amino thiazole (0.20 g, 2.0 mmol) and continued stirring at room temperature 
for 3 h. The reaction mixture was concentrated under reduced pressure and the crude 
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product was purified by column chromatography (ethylacetaterhexanes, from 50:50 to 90:10 
as eluent system) to afford the title compound (0.52 g, 66%). 
LC-MS {m/z): 392 (M+1)\ 

'H NMR (400 MHz, acetone-d 6 ): 6 6.85 (dd, J = 8.8, 1 .6 Hz, 1 H), 6.88 (dd, J = 1 .6, 8.8 Hz, 
5 1H), 7.00-7.16 (m, 5H), 7.29-7.39 (m, 4H), 10.33 (br, 1H), 10.88 (br, 2H). 

Example 5 

N-(2-Phenylsulfanylphenyl)-N , -(thiazol-2-yl)urea 



10 2-phenylsulfanylaniline (100 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following 
the general procedure D. 
LC-MS (m/z): 329 (M+1)\ 

1 H NMR (400 MHz, acetone-c/ 6 ): 6 7.03 (d, J = 3.6 Hz, 1H), 7.10-7.18 (m, 4H), 7.25-7.31 (m, 
3H), 7.48 (m, 1H), 7.59 (dd, J= 3.6, 1.6 Hz, 1H), 8.44 (dd, J = 8.4, 1.2 Hz, 1H), 9.00 (br, 1H), 
15 10.44 (br, 1H). 

Example 6 

N-(2-Phenylsulfonylphenyl)-N-(thiazol-2-yl)urea 



N-(2-Phenylsulfonylphenyl)-N-(thiazol-2-yl)urea (98 mg, 55%) was prepared from 2- 
20 phenylsulfonylaniline (116 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following 
the general procedure D. 
LC-MS (m/z): 361 (M+1) + . 




N-(2-Phenylsulfanylphenyl)-N-(thiazol-2-yl)urea (116 mg, 71%) was prepared from 
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1 H NMR (400 MHz, acetone-d e ): 6 7.07 (d t J = 3.6 Hz, 1H), 7.33-7.37 (m, 1H), 7.40 (d, J m 
3.6 Hz, 1H), 7.55-7.60 (m, 2H), 7.63-7.71 (m, 2H), 7.98-8.01 (m, 2H), 8.12 (d, J = 8.0 Hz. 
1H), 8.22-8.25 (m, 1H), 9.26 (br, 1H), 10.99 (br, 1H). 

Example 7 

5 N-(2-Benzylphenyl)-N , -(thiazol-2-yl)urea 




N-(2-Benzylphenyl)-N , -(thiazol-2-yl) urea (1 1 1 mg, 72 %) was prepared from 
commercially available 2-benzylaniline (91 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 
mmol) following the general procedure D. 
10 LOMS(m/z):311 (M+1)\ 

1 H NMR (400 MHz, acetone-cfe): 6 4.08 (s, 2H), 7.02 (d, J = 3.2 Hz, 1H), 7.06-7.14 (m, 2H), 
7.14-7.19 (m, 4H), 7.23-7.29 (m, 4H), 7.96 (d, J = 8.4 Hz, 1H), 8.75 (br, 1H), 10.01 (br, 1H). 

Example 8 

N-(2-Benzoylphenyl)-N-(thiazol-2-yl)urea 




N-(2-Benzoylphenyl)-N , -(thiazol-2-yl)urea (100 mg, 63%) was prepared from 2- 
aminobenzophenone (97 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following 
the general procedure D. 
LC-MS (m/z): 325 (M+1) + . 
20 1 H NMR (400 MHz, acetone-d 6 ): 6 7.05 (s, 1H), 7.16 (s, 1H), 7.35 (d, J = 3.6 Hz, 1H), 7.54 (d, 
J = 7.2 Hz, 2H), 7.65 (s, 1H), 7.75 (s, 1H), 8.45 (s, 1H), 10.18 (br, 1H), 10.85 (br, 1H). 
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Example 9 

N-[2-(Phenylamino)phenyl]-N-(thiazo1-2-yi)urea 




N-p^PhenylaminoJphenyll-N'-tthiazol-Z-ylJurea (75 mg, 49%) was prepared from 2- 
5 (W-Phenylamino)aniline (92 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following 
the general procedure D. 
LC-MS (m/z): 312(M+1)\ 

1 H NMR (400 MHz, acetone-cfe): 6 6.75-6.79 (m, 3H), 6.86 (br, 1H), 7.01 (d, J= 3.6 Hz, 1H), 
7.05-7.09 (m, 1H), 7.15-7.19 (m, 3H), 7.24-7.28 (m, 2H), 8.16 (d, J = 8.0, 1.2 Hz, 1H), 8.65 
10 (br,1H), 10.15 (br, 1H). 



Example 10 

N-[2-Fluoro-6-(4-methoxyphenoxy)benzyl]-N-(thiazol-2-yl)urea 




N-[2-Fluoro-6-(4-methoxyphenoxy)benzyl]-N , -(thiazol-2-yl)urea (0.61 g, 81%) was 
15 prepared from 2-fluoro-6-(4-methoxyphenoxy)benzylamine (0.494 g, 2.00 mmol) and 2- 
aminothiazole (0.20 g, 2.00 mmol) following the general procedure D. 
LC-MS (m/z): 327 (M+1)\ 

1 H NMR (400 MHz, acetone-cfe): 6 3.06 (br, 1H), 3.78 (s, 3H), 4.67 (d, J= 4.8 Hz, 2H), 6.52 
(d, J = 8.4 Hz, 1H), 6.85 (t, J = 9.6 Hz, 1H), 6.95 (m, 3H), 7.05 (m, 2H), 7.24 (m, 2H), 10.06 
20 (br, 1H). 
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Example 11 

N-(2-Benzyloxyphenyl)-N , -(thiazoI-2-yl)urea 




N-(2-Benzyloxyphenyl}-N -(thiazol-2-yl)urea (0.56 g, 86%) was prepared from 2- 
5 benzyloxyaniline (0.40 g, 2.00 mmol) and 2-aminothiazole (0.20 g, 2.00 mmol) following the 
general procedure D. 
LC-MS {m/z): 327 (M+1). 

1 H NMR (400 MHz, CDCI 3 ): * 4.00 (br f 2H), 5.15 (s, 2H), 6.85 (dd, J= 1.6, 8.8 Hz, 2H), 6.97 
(dd, J = 1.6, 7.2 Hz, 1H), 6.98 (dd, J= 2.0, 6.0 Hz, 1H), 7.37 (m, 2H) ( 7.46 (t, J = 7.2 Hz, 1H), 
10 7.52 (d, J = 5.6 Hz, 2H), and 7.56 (d, J = 6.8 Hz, 2H) 



Example 12 

N-[2-(2,3,4-Trimethoxybenzyloxy)phenyl]-N , -(thiazol-2-yl)urea 




2-(2,3,4-Trimethoxybenzyloxy)-1 -nitrobenzene (0.46 g, 72 %) was prepared from 
15 2,3,4-trimethoxybenzyl alcohol (0.35 ml, 2.0 mmol) and 1-fluoro-2-nitrobenzene (0.21 ml, 2.0 
mmol) following the general procedure G. This was reduced to 2-(2,3,4-trimethoxybenzyl- 
oxy)aniline (0.26 g, 65 %) following the general procedure B. N-[2-(2,3 ( 4-trimethoxybenzyl- 
oxy)phenyl]-N-(thiazol-2-yl)urea (240 mg, 65 %) was prepared from 2-(2,3 f 4-trimethoxy- 
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benzy!oxy)aniline (0.26 g, 0.9 mmol) and 2-aminothiazoie (140 mg, 1.4 mmol) following the 
general procedure D. 
LC-MS(m£): 417 (M+1)*. 

1 H NMR (400 MHz, acetone-*): 6 3.72 (s f 3H), 3.73 (s, 3H), 3.81 (s, 3H), 3.88 (s f 2H), 6.73- 
5 7.36 (m, 7H), 8.15 (t, J= 8.4 Hz, 1H), 8.90 (br, 1H), 10.10 (br f 1H). 

Example 13 

N-(2-Ethoxyphenyl)-N , -(th!azol-2-yl)urea 




. N-(2-Ethoxyphenyl)-N'-(thiazol-2-yl)urea (95 mg, 72%) was prepared from 
10 commercially available 2-ethoxyaniline (68 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 
mmol) following the general procedure D. 
LOMS(m/z):265(M+ir. 

1 H NMR (400 MHz, acetone-cfe): 6 1.29 (t, J = 7.0 Hz, 3H), 3.94-3.98 (q, J = 7.0 Hz, 2H), 
6.74-6.88 (m, 4H), 7.27 (d, J = 5.2 Hz, 1H), 8.17 (dd. J= 1.6, 8.0 Hz, 1H), 8.42 (br, 1H), 
15 10.92 (br, 1H). 



Example 14 

N-(2-Phenoxyphenyl)-N-(pyridin-2-yl)urea 




N-(2-Phenoxyphenyl)-N , -(pyridin-2-yl)urea (109 mg, 72%) was prepared from 2- 
20 phenoxyphenylisocyanate (106 mg, 0.5 mmol) and 2-aminopyridine (60 mg, 0.6 mmol) 
following the general procedure E. 
LC-MS (m/z): 307 (M+1)\ 
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1 H NMR (400 MHz, DMSO-cf e ): 6 6.88-6.91 (m, 1H), 6.96-7.08 (m, 4H), 7.15-7.19 (m, 2H), 
7.32-7.36 (m, 2H), 7.65-7.69 (m, 1H) t 7.88 (d, J = 4.0 Hz, 1H), 8.36 (d, J= 8.0 Hz, 1H), 9.84 
(s,1H),11.5 (br, 1H). 

Example 15 

5 N-(2-Phenoxyphenyl)-N'-[(4-methoxycarbonylmethyl)thiazol-2-yl]urea 



N-(2-Phenoxyphenyl)-N '-[(4-methoxycarbonylmethyl)thiazol-2-yI]urea (1 30 mg, 65%) 
was prepared from 2-phenoxyphenylisocyanate (106 mg, 0.5 mmol) and methyl 2- 
aminothiazole-4-acetate (104 mg, 0.6 mmol) following the general procedure E. 
10 LC-MS (m/z): 401 (M+1)*. 

1 H NMR (400 MHz, acetone-cfe): 6 3.58 (s, 2H), 3.61 (s, 3H), 6.84-6.89 (m, 2H), 7.01-7.05 (m, 
3H), 7.13-7.18 (m, 2H), 7.38-8.42 (m, 2H), 8.40 (d, J= 8.0 Hz, 1H), 8.91 (br, 1H), 10.12 (br, 
1H). 

Example 16 

1 5 N-Methyl-N-(2-phenoxyphenyl)-N -(thiazol-2-yl)urea 



2-Phenoxyaniline (0.93 g, 5.00 mmol) and di-terf-butyl dicarbonate (2.18 g, 10.0 
mmol) were dissolved in anhydrous dioxane (50 ml), then the reaction mixture was refluxed 
for 3 h. The mixture was concentrated under reduced pressure to quantitatively give 2- 
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phenoxy-AKf-butoxycarbonyl)aniline (1.43 g). The product was confirmed by LC-MS and 
subjected to next reaction without further purification. 

To a solution of 2-phenoxy-W-^butoxycarbonyl)aniline (1.43 g, 5.0 mmol) in 
anhydrous tetrahydrofuran (50 ml) was added lithium aluminumhydride (10 ml, 10.0 mmol, 
5 1.0 M solution in tetrahydrofuran) at -1 0°C. The mixture was then refluxed at 65°C overnight. 
The reaction mixture was quenched with slow addition of MeOH (10 ml) and concentrated 
under reduced pressure. The reaction mixture was then poured into water (50 ml) and 
extracted with ethyl acetate (3x100 ml). Organic extracts were combined and washed with 
brine (2x100 ml) and dried over (Na 2 S0 4 ), concentrated under reduced pressure to give N- 

10 methyl-2-phenoxyaniline (0.94 g, 94.0%) as a pale yellow oil. The product was confirmed by 
LC-MS and subjected to next reaction without further purification. 

To a solution of 2-aminothiazole (0.20 g, 2.00 mmol) in dichloroethane (20 ml) was 
added 1,V-carbonyldiimidazole (0.40 g, 2.5 mmol) and N,N-dimethylaminopyridine (0.05 g, 
0.4 mmol) then the solution was refluxed at 80°C for 1 h. N-Methyl-2-phenoxyaniline (0.40 g, 

15 2.00 mmol) was added to the solution. The reaction mixture was then stirred overnight at 
80°C. The reaction was monitored by LC-MS and TLC, then concentrated under reduced 
pressure to afford crude product which subsequently was subjected to silica gel 
chromatography (hexanesrethyl acetate from 80:20 to 50:50 as eluent system ) to afford title 
product (0.48 g, 73%) as orange solid. 

20 LC-MS (m/z): 327 (M+1)\ 

1 H NMR (400 MHz, CDC! 3 ): 6 3.30 (s, 3H), 6.84 (d, J= 4.8 Hz, 1H), 6.97 (m, 3H), 7.16 (m, 
2H), 7.29 (m, 5H), and 7.74 (br, 1H). 

Example 17 

N-isopropyl-N-(2-phenoxyphenyl)-N , -(thiazol-2-yl)urea 




To a solution of 2-phenoxyaniline (0.93 g, 5.0 mmol) in dichloroethane (50 ml) was 
added anhydrous acetone (0.73 ml, 10.0 mmol) and acetic acid (0.1 ml, 2.0 mmol). The 
mixture was stirred for 30 min, and sodium triacetoxyborohydride (3.18 g, 15.0 mmol) was 
added in one portion. The reaction mixture was stirred overnight at ambient temperature. The 
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reaction mixture was quenched by slow addition of MeOH (10 ml) and concentrated under 
reduced pressure. The residue was poured into water (50 ml) and extracted with ethyl 
acetate (3x100 ml). Organic extracts were combined and washed with brine (2x100 ml) and 
dried (NaaSOi), concentrated under reduced pressure to give AMsopropyl-2-phenoxyaniline 
5 (1 .05 g f 91%) as colorless oil. 

To a solution of 2-aminothiazole (0.20 g, 2.00 mmol) in dichloroethane (20 ml) was 
added 1,r-carbonyldiimidazole (0.40 g, 2.5 mmol) and N,N-<iimethylaminopyridine (0.05 g, 
0.4 mmol) then the solution was refluxed at 80°C for 1 h. N-lsopropyi-2-phenoxyaniline (0.46 
g, 2.0 mmol) was added and the reaction mixture was then stirred overnight at 80°C. The 
10 reaction mixture was concentrated under reduced pressure to afford crude product, which 
was purified by silica gel chromatography (hexanes:ethyl acetate from 80:20 to 50:50 as 
eluent system ) to afford title product (0.56 g, 79%). 
LOMS(mfc):355(M+1)\ 

1 H NMR (400 MHz, acetone-d 6 ): S \22 (d, J= 6.4 Hz, 6H), 4.81 (m, 1H), 6.91 (m, 2H), 7.10- 
15 7.24 (m, 5H), 7.39 (m, 4H), and 9.00 (br, 1 H). 

Example 18 

N-[2-(4-Methoxyphenoxy)phenyl)-N-(thiazol-2-yl)urea 




2-(4-Methoxyphenoxy)-1 -nitrobenzene (0.98 g, 80 %) was prepared from 4- 
20 methoxyphenol (0.62 g, 5.0 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This was reduced to 2-(4-methoxyphenoxy)aniline (0.32 g, 60%, 
2.5 mmol scale) following the general procedure B. N-[2-(4-Methoxyphenoxy)phenyl)-N'- 
(thiazol-2-yl)urea (256 mg, 75%) was prepared from 2-(4-methoxyphenoxy)aniline (215 mg, 
1 .0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the general procedure D. 
25 LC-MS (m/z): 343 (M+1 )\ 

'H NMR (400 MHz, acetone-cfe): 6 3.80 (s, 3H), 6.80 (d, J = 8.0 Hz, 1H), 6.98-7.05 (m t 6H), 
7.10 (m, 1H), 7.32 (d, J= 3.6 Hz, 1H), 8.40 (d, J= 8.0 Hz, 1H), 8.90 (br, 1H), 10.23 (br, 1H). 
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Example 19 

N-p-C^FIuorophenoxyJphenyO-N'-tthiazol-a-yOurea 




2-(4-Fluorophenoxy)-1-nitrobenzene (0.87 g, 75%) was prepared from 4-fluoro- 
5 phenol (0.62 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following the 

general procedure A. This was reduced to 2-(4-fluorophenoxy)aniline (0.51 g, 68%) following 
general procedure B. N-[2-(4-Fluorophenoxy)phenyl]-N'-(thiazol-2-yl)urea (1 18 mg, 72%) 
was prepared from 2-(4-fluorophenoxy)aniline (102 mg, 0.5 mmol) and 2-aminothiazole (60 
mg, 0.6 mmol) following the general procedure D. 
1 0 LC-MS (m/z): 331 (M+1 )\ 

1 H NMR (400 MHz, acetone-d 6 ): 6 6.89 (dd, J = 8.4, 1.2 Hz, 1H), 7.01-7.11 (m, 4H), 7.14- 
7.29 (m, 3H), 7.31 (d, J = 3.6 Hz, 1H), 8.42 (dd, J= 8.0, 1.6 Hz, 1H), 9.12 (br, 1H), 10.19 (br, 
1H). 

Example 20 

1 5 N-[2-(4-Chlorophenoxy)phenyl]-N-(thiazol-2-yl)urea 




2-(4-ChIorophenoxy)-1-nitrobenzene (0.88 g, 71%) was prepared from 4- 
chlorophenoi (0.70 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following the 
general procedure A. This was reduced to 2-(4-chlorophenoxy)aniline (0.50 g, 65%) following 
20 general procedure B. N-p^ChlorophenoxyJphenyn-N^thiazol^-ylJurea (106 mg, 62%) 
was prepared from 2-(4-chlorophenoxy)aniline (109 mg, 0.5 mmol) and 2-aminothiazole (60 
mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 347 (M+1)\ 
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1 H NMR (400 MHz, acetone-d 6 ): 6 6.98 (d f J = 7.6 Hz, 1H), 7.04-7.09 (m, 4H), 7.19-7.23 (m, 
1 H), 7.31 (d, J = 3.6 Hz, 1 H), 7.39-7.43 (m, 2H), 8.44 (dd, J = 8.4, 1 .6 Hz, 1 H), 8.90 (br, 1 H), 
10.13 (br,1H). 

Example 21 

5 N-[2-(4-Cyanophenoxy)phenyO-N f -thiazolylurea 



2-(4-Cyanophenoxy)-1 -nitrobenzene (0.82 g, 69%) was prepared from 4-cyano- 
phenol (0.66 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following the 
general procedure A. This was reduced to 2-(4-cyanophenoxy)aniline (0.47 g, 65%) following 
1 0 general procedure B. N-[2-(4-Cyanophenoxy)phenyi]-N'-thiazolylurea (1 10 mg, 65%) was 
prepared from 2-(4-cyanophenoxy)aniline (105 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 
0.6 mmol) following the general procedure D. 
LC-MS (m/z): 338 (M+1)\ 

1 H NMR (400 MHz, acetone-cfe): 6 6.04 (d, J = 8.0 Hz, 1H), 7.13-7.18 (m, 4H), 7.28-7.33 (m, 
15 2H), 7.78-7.81 (m, 2H), 8.47 <d, J= 8.0 Hz, 1H), 8.95 (br, 1H), 10.43 (br, 1H). 

Example 22 

N-[2-(4-Methoxycarbonylphenoxy)phenyll-N f -(thiazol-2-yl)urea 



2-(4-Methoxycarbonylphenoxy)-1 -nitrobenzene (0.79 g, 58%) was prepared from 
20 methyl 4-hydroxybenzoate (0.84 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) 
following the general procedure A. This was reduced to 2-(4-methoxycarbonylphenoxy)- 
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aniline (0.46 g, 66%) following general procedure B. N-[2-(4-Methoxycarbonylphenoxy)- 
phenylJ-N-(thiazol-2-yl)urea (100 mg, 55%) was prepared from 2-(4-methoxycarbonyl- 
phenoxy)aniline (122 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the 
general procedure D. 
5 LC-MS(m/z):371(M+1)\ 

1 H NMR (400 MHz, acetone-cfe): * 3.85 (s, 3H) f 7.03 (d, J = 3.6 Hz, 1H), 7.07-7.14 (m, 4H), 
7.25-7.29 (m, 2H), 8.01-4.04 (m, 2H) f 8.46 (dd, J= 8.1, 1.2 Hz, 1H), 8.76 (br, 1H), 10.07 (br, 
1H). 



Example 23 

1 0 N-p-t^lsopropylphenoxyJphenylJ-N-^iazol^-ylJurea 




2-(4-lsopropylphenoxy)-1-nitrobenzene (0.95 g, 75 %) was prepared from 4-isopro- 
pylphenol (0.68 g, 5.0 mmol) and 1-fiuoro-2-nitrobenzene (0.71 g, 5.0 mmol) following the 
general procedure A. This was reduced to 2-(4-isopropylphenoxy)aniline (0.34 g, 60 %, 2.5 
15 mmol scale) following general procedure B. N-[2-(4-lsopropylphenoxy)phenyl]-N -(thiazol-2- 
yl)urea (247 mg, 70 %) was prepared from 2-(4-isopropylphenoxy)aniline (227 mg, 1.0 mmol) 
and 2-aminothiazole (100 mg, 1.0 mmol) following the general procedure D. 
LC-MS (m/z): 355 (M+1) + . 

'H NMR (400 MHz, acetone-d B ): S 1.17 (d, J = 7.2 Hz, 3H), 1.22 (d, J= 6.8 Hz, 3H), 2.88 (m, 
20 1H), 6.74 (d, J= 6.6 Hz, 1H), 6.88 (d, J= 8.0 Hz, 1H), 6.94-7.15 (m, 4H), 7.28 (m, 2H), 8.43 
(d, J = 8.2 Hz, 1H), 10.15 (br, 2H). 
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Example 24 

N-[2-(3 f 4-Dif!uorophenoxy)phenyI]-N-(thiazol-2-yl)urea 




2-(3,4-Difluorophenoxy)-1 -nitrobenzene (0.76 g, 60 %) was prepared from 3,4- 
5 difluorophenol (0.65 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This was reduced to 2-(3,4-difluorophenoxy)aniline (0.33 g, 60 %, 
2.5 mmol scale) following general procedure B. N-[2-(3,4-Difluorophenoxy)phenyI]-NXthia- 
zol-2-yl)urea (312 mg, 60 %) was prepared from 2-(3,4-difluorophenoxy)aniline (330 mg, 1.5 
mmol) and 2-aminothiazole (150 mg, 1.5 mmol) following the general procedure D. 
1 0 LC-MS (m/z): 349 (M+1 )*. 

1 H NMR (400 MHz, acetone-d 6 ): 6 6.88 (m, 1H), 7.01 (d, J = 8.0 Hz, 1H), 7.04-7.12 (m, 4H), 
7.22 (m, 1H), 7.30-7.42 (m, 2H), 8.43 (d, J= 8.2 Hz, 1H), 10.16 (br, 2H). 

Example 25 

N-[2-(3,4-Dichlorophenoxy)phenyl]-N-(thiazol-2-yl)urea 




2-(3,4-Dichlorophenoxy)-1-nitrobenzene (1.15 g, 81%) was prepared from 3,4- 
dichlorophenol (0.9 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following the 
general procedure A. This was reduced to 2-(3,4-dichlorophenoxy)aniline (0.69 g, 68%) 
following general procedure B. N-[2-(3,4-Dichlorophenoxy)phenyl]-N'-(thiazol-2-yl)urea (129 
20 mg, 68%) was prepared from 2-(3,4-dichlorophenoxy)aniline (127 mg, 0.5 mmol) and 2- 
aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 382 (M+1)\ 

1 H NMR (400 MHz, acetone-cf 6 ): 6 6.99-7.13 (m, 4H), 7.24-7.28 (m, 2H), 7.30 (d, J = 3.6 Hz, 
1H), 7.57 (d, J= 9.2 Hz, 1H), 8.44 (dd, J = 8.4, 1.2 Hz, 1H), 9.20 (br, 1H), 10.09 (br, 1H). 
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Example 26 

N-p^Chloro-S-methylphenoxyJphenylJ-N-Cthiazol^-yOurea 




N-PKA-Chloro-S-methylphenoxyJphenyll-N-tthiazol^-ylJurea (233 mg, 65 %) was 
5 prepared from 2-(4-chloro-3«methylphenoxy)aniiine (233 mg t 1 .0 mmol) and 2-aminothiazoIe 
(100 mg, 1.0 mmol) following the general procedure D. 
LC-MS (m£): 361 (M+1f. 

1 H NMR (400 MHz, acetone-cf 6 ): 6 2.36 (s, 3H), 6.94-6.98 (m, 2H), 7.05 (m, 4H), 7.19 (m t 
1H), 7.31 (d, J = 4.0 Hz, 1H), 7.37 (d, J = 8.4 Hz, 1H), 8.43 (d, J = 8.4 Hz, 1H), 10.23 (br, 
10 2H). 

Example 27 

N-t2-(3,4-Dimethoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea 




2-(3,4-Dimethoxyphenoxy)-1 -nitrobenzene (0.93 g, 68%) was prepared from 3,4- 
15 dimethoxyphenol (0.85 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This was reduced to 2-(3,4-dimethoxyphenoxy)aniline (0.51 g, 
62%) following general procedure B. N-[2-(3,4-Dimethoxyphenoxy)phenyl]-N-(thiazol-2- 
yl)urea (128 mg, 69%) was prepared from 2-(3,4-dimethoxyphenoxy)aniline (123 mg, 0.5 
mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
20 LC-MS (m/z): 373 (M+1 ) + . 

'H NMR (400 MHz, acetone-d 6 ): 6 3.80 (s, 6H), 6.54 (dd, J = 8.4, 2.4 Hz, 1H), 6.78 (d, J = 2.4 
Hz, 1H), 6.82 (d, J= 8.0 Hz, 1H), 6.97 (d, J = 8.0 Hz, 1H), 6.99-7.01 (m, 1H), 7.04 (d, J = 3.6 
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Hz, 1H), 7.07-7.12 (m, 1H) f 7.33-7.34 (d, J= 3.6 Hz, 1H), 8.39 (dd, J = 8.0, 1.2 Hz, 1H), 8.90 
(br,1H), 10.23 (br, 1H). 

Example 28 

N-p^S^MethylenedioxyphenoxyJphenyO-N-CthiazoI^-ylJurea 



2-(3,4-Methylenedioxyphenoxy)-1 -nitrobenzene (0.75 g, 58%) was prepared from 
3,4-methylenedioxyphenol (0.76 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) 
following the general procedure A. This was reduced to 2-(3,4-methylenedioxyphenoxy)- 
aniline (0.47 g, 71%) following general procedure B. N-[2-(3,4-Methylenedioxyphenoxy)- 
1 0 phenyQ-N'-(thiazol-2-yl)urea (1 20 mg, 68%) was prepared from 2-(3,4-methylenedioxy- 
phenoxy)aniline (115 mg, 0.5 mmol) and 2-aminothiazoIe (60 mg, 0.6 mmol) following the 
general procedure D. 
LC-MS (m/z): 357 (M+1)\ 

1 H NMR (400 MHz, acetone-c/ e ): 6 6.06 (s, 2 H), 6.51 (dd, J = 8.4, 2.4 Hz. 1 H). 6.67 (d, J = 
15 2.4 Hz, 1H), 6.84-6.87 (m, 2H), 6.99-7.05 (m, 2H), 7.10-7.14 (m, 1H), 7.32-7.33 (d, J = 3.6 
Hz, 1 H), 8.39 (dd, J = 8.0, 1 .2 Hz, 1 H), 8.95 (br, 1 H), 1 0.22 (br, 1 H). 

Example 29 

N-[2-(2,4-Dichlorophenoxy)phenyl]-N , -(thiazol-2-yl)urea 



5 





20 N-t2-(2,4-Dichlorophenoxy)phenyl]-N , -(thiazol-2-yl)urea (1 25 mg, 67%) was 

prepared from 2-(2,4-dichlorophenoxy)aniline (127 mg, 0.5 mmol) and 2-aminothiazole (60 
mg, 0.6 mmol) following the general procedure D. 
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LC-MS (mfc): 382 (M+1f. 

1 H NMR (400 MHz, acetone-d 6 ): 6 6.86 (d, J= 8.0 Hz, 1H) 7.03-7.08 (m, 3H), 7.19-7.23 (m, 
1H), 7.30 (d, J = 4.0 Hz, 1H). 7.38 (dd, J = 8.8, 2.8 Hz, 1H) f 7.65 (d t J = 2.4 Hz, 1H), 8.43 
(dd, J= 8.0, 1.2 Hz, 1H), 8.87 (br, 1H), 10.16 (br, 1H). 



5 Example 30 

N-[2-(2,4-Difluorophenoxy)phenyll-N , -(thiazo!-2-yl)urea 




2-(2,4-Dffluorophenoxy)-1 -nitrobenzene (0.95 g, 76%) was prepared from 2,4-di- 
fluorophenol (0.72 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following the 

10 general procedure A. This was reduced to 2-(2,4-difluorophenoxy)aniline (0.53 g, 63%) 

following general procedure B. N-[2-(2,4-Difluorophenoxy)phenyl]-N , -(thiazol-2-yl)urea (120 
mg, 69%) was prepared from 2-(2,4-difluorophenoxy)aniline (110 mg, 0.5 mmol) and 2- 
aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 349 (M+1)*. 

15 1 H NMR (400 MHz, acetone-(/ 6 ): 6 6.83 (m, 1H), 7.00-7.30 (m, 6H), 7,32 (d, J = 3.6 Hz, 1H), 
8.42 (dd, J= 8.0, 2.0 Hz, 1H), 9.00 (br, 1H), 10.19 (br, 1H). 

Example 31 

N-[2-(4-Fluoro-2-methoxyphenoxy)phenyl]-N-(thiazol-2-yl)urea 




20 2-(4-Fluoro-2-methoxyphenoxy)-1 -nitrobenzene (0.88 g, 67%) was prepared from 4- 

fluoro-2-methoxyphenol (0.78 g, 5.5 mmol) and 1-fIuoro-2-nitrobenzene (0.71 g, 5.0 mmol) 
following the general procedure A. This was reduced to 2-(4-fluoro-2-methoxyphenoxy)- 
aniline (0.60 g, 78%) following general procedure C. N-[2-(4-Fluoro-2-methoxyphenoxy)- 
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phenyO-N'-(thiazol-2-yl)urea (127 mg, 71%) was prepared from 2-{4-fluoro-2-methoxy- 
phenoxy)aniline (116 mg f 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the 
general procedure D. 
LC-MS (m/z): 361 (M+1f. 

1 H NMR (400 MHz, acetone-d 8 ): 6 3.82 (s, 3H), 6.61 (dd, J = 8.0, 2.8 Hz, 1H), 6.74-6.79 (m, 
1H), 6.89-6.94 (m, 1H), 7.00-7.06 (m, 3H), 7.16 (dd, J= 8.8, 5.6 Hz, 1H), 7.33 (d, J= 3.6 Hz, 
1H), 8.43 (dd, J = 8.4, 1.6 Hz, 1H), 8.85 (br, 1H), 10.29 (br, 1H). 

Example 32 

N-[2-(4-Methoxy-2-methoxycartx>nylphenoxy)phe 



2-[4-Methoxy-2-methoxycarbonylphenoxy]-1 -nitrobenzene (0.78 g, 52%) was 
prepared from methyl 5-methoxysalicylate (1.0 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene 
(0.71 g, 5.0 mmol) following the general procedure A. This was reduced to 2-[4-methoxy-2- 
(methoxycarbonyi)phenoxy]aniline (0.47 g, 68%) following general procedure B. N-[2-(4- 
Methoxy-2-methoxycarbonylphenoxy)phenyQ-N'-(thiazol-2-yl)urea (130 mg, 66%) was 
prepared from 2-[4-methoxy-2-(methoxycarbonyl)phenoxy]aniline (136 mg, 0.5 mmol) and 2- 
aminothiazote (60 mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 401 (M+1)\ 

1 H NMR (400 MHz, acetone-d 6 ): 6 3.69 (s, 3H), 3.84 (s, 3H), 6.61 (dd, J = 8.0, 1.6 Hz, 1H), 
6.90-6.95 (m, 1H), 7.03-7.09 (m, 2H), 7.16-7.25 (m, 2H), 7.25-7.39 (m, 1H), 7.43-7.44 (m, 
1H), 8.37 (dd, J = 8.4, 1.6 Hz, 1H), 8.96 (br, 1H), 10.26 (br, 1H). 
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Example 33 

N-^S-MethoxyphenoxyJphenylJ-N'Kthiazol^-yOurea 




2-(3-Methoxyphenoxy)-1 -nitrobenzene (0.84 g, 69%) was prepared from 3-methoxy- 



5 phenol (0.68 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following the 
general procedure A. This was reduced to 2-(3-methoxyphenoxy)aniline (0.51 g, 70%) 
following general procedure B. N-[2-(3-Methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea (136 
mg, 68%) was prepared from 2-(3-methoxyphenoxy)aniline (108 mg, 0.5 mmol) and 2-amino- 
thiazole (60 mg, 0.6 mmol) following the general procedure D. 
10 LC-MS (m/z): 343 (M+1)*. 

1 H NMR (400 MHz, acetone-d 6 ): 6 3.78 (s, 3H) f 6.55-6.62 (m, 2H), 6.71-6.73 (m, 1H), 6.95 
(dd. J = 8.0, 1.6 Hz, 1H), 7.03-7.07 (m, 2 H), 7.16-7.20 (m, 1H), 7.27 (d, J= 8.4 Hz, 1H), 7.31 
(d, J = 4.0 Hz, 1H), 8.43 (dd, J = 8.4, 1.6 Hz, 1H), 8.84 (br f 1H), 10.37 (br t 1H). 

Example 34 

15 N-[2-(3-Fluorophenoxy)phenyl]-N'-(thiazol-2-yl)urea 



2-(3-Fluorophenoxy)-1 -nitrobenzene (0.85 g, 73%) was prepared from 3-fluoro- 
phenol (0.62 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following the 
general procedure A. This was reduced to 2-(3-fluorophenoxy)aniline (0.50 g, 68%) following 
20 general procedure B. N-p-fS-FluorophenoxyJphenyq-N'-tthiazol^-yOurea (110 mg, 68%) 
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was prepared from 2-{3-fluorophenoxy)aniIine (102 mg, 0.5 mmol) and 2-aminothiazo!e (60 
mg, 0.6 mmol) following the general procedure D. 
LC-MS(mfc): 331 (M+1)*. 

1 H NMR (400 MHz, acetone-*): 6 6.80-6.84 (m, 2H), 6.85-6.93 (m, 1H), 7.03-7.07 (m, 2H) ( 
5 7.08-7.13 (m, 1H) f 7.30 (d, J = 3.6 Hz, 1H), 7.38-7.45 (m, 1H), 8.45 (dd, J= 8.0, 1.2 Hz, 1H), 
9.06 (br,1H),10.1 (br1H). 

Example 35 

N-[2-(3-TrifluoromethyIphenoxy)phenyl]-N , -(thiazol-2-yl)urea 




1 0 2-[3-(Trifluoromethyl)phenoxy]-1 -nitrobenzene (0.92 g, 65%) was prepared from 3- 

hydroxybenzotrifluoride (0.89 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) 
following the general procedure A. This was reduced to 2-[3-(trifIuoromethyl)phenoxy]aniline 
(0.56 g, 68%) following general procedure B. N-[2-(3-Trifluonomethylphenoxy)pheny0-N - 
(thiazol-2-yl)urea (120 mg, 62%) was prepared from 2-[3-(trifluoromethyl)phenoxy]aniIine 

15 (127 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure 
D. 

LC-MS(m/z): 381 (M+1)*. 

*H NMR (400 MHz, acetone-d 6 ): 6 7.04-7.13 (m, 3H), 7.24-7.29 (m, 3H), 7.36 (s, 1H), 7.47 
(d, J = 7.6 Hz, 1 H), 7.63 (t, J = 8.0 Hz, 1 H), 8.46 (dd, J = 8.0, 1 .2 Hz, 1 H), 8.95 (br, 1 H), 
20 10.08 (br, 1H). 

Example 36 

N-[2-(2-Methylphenoxy)phenylJ-N'-(thiazol-2-yl)urea 
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N-[2-(2-Methylphenoxy)phenylJ-N-(thiazol-2-yl)urea (110 mg, 68%) was prepared 
from 2-<2-methylphenoxy)aniline (100 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) 
following the general procedure D. 
LC-MS (m/z): 327(M+1)\ 
5 1 H NMR (400 MHz, acetone-d 6 ): 6 2.25 (s, 3H), 6.68 (d, J = 8.4 Hz, 1H), 6.89 (d, J = 8.0 Hz, 
1H), 6.96-7.00 (m, 1H), 7.04-7.13 (m, 3H), 7.20-7.34 (m, 3H), 8.42 (dd, J= 8.0, 1.6 Hz, 1H) f 
8.95 (br,1H), 10.25 (br,1H). 

Example 37 

N-[2-(2-Methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea 



2-(2-Methoxyphenoxy)-1 -nitrobenzene (0.99 g, 81%) was prepared from 2-methoxy- 
phenol (0.68 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following the 
general procedure A. This was reduced to 2-(2-methoxyphenoxy)aniline (0.63 g, 73%) 
following general procedure B. N-2-(2-Methoxyphenoxy)phenyl-N-(thiazol-2-yl)urea (110g, 
15 65%) was prepared from 2-(2~methoxyphenoxy)aniline (108 mg, 0.5 mmol) and 2-amino- 
thiazole (60 mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 343 (M+1) + . 

1 H NMR (400 MHz, acetone-cfe): 6 3.78 (s, 3H), 6.61 (d, J= 8.0 Hz, 1H), 6.91-7.33 (m, 8H), 
8.37 (d, J = 8.0 Hz, 1H), 9.13 (br, 1H), 10.31 (br, 1H). 

20 Example 38 

N-[2-(2-lsopropoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea 



10 
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2-(2-lsopropoxyphenoxy)-1 -nitrobenzene (0.90 g f 69%) was prepared from 2-iso- 
propoxyphenol (0.84 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This was reduced to 2-(2-methoxyphenoxy)aniHne (0.65 g, 81%) 
following general procedure B. N-p^-lsopropoxyphenoxyJphenylJ-NXthiazol^-ylJurea (120 
5 mg, 65%) was prepared from 2-(2-isopropoxyphenoxy)aniline (122 mg, 0.5 mmol) and 2- 
aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
LC-MS(m/z):371(M+1) + . 

1 H NMR (400 MHz, acetone-d 6 ): 6 1.07 (d, J = 6.0 Hz, 6H), 4.54-4.59 (m, 1H), 6.64 (dd, J = 
8.0, 1.6 Hz, 1H), 6.88-6.92 (m, 1H), 6.97-7.06 (m t 3H), 7.12-7.22 (m, 3 H), 7.33 (d, J= 3.6 
10 Hz, 1H), 8.38 (dd, J = 8.0, 1.6 Hz, 1H), 8.86 (br, 1H), 10.3 (br, 1 H). 



Example 39 

N-[2-(2-Fluorophenoxy)phenyl]-N-(thiazol-2-yl)urea 




2-(2-Fluorophenoxy)-1 -nitrobenzene (0.94 g, 81%) was prepared from 2-fIuoro- 
15 phenol (0.62 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following the 

general procedure A. This was reduced to 2-(2-fluorophenoxy)aniline (0.59 g, 72%) following 
general procedure B. N-[2-(2-Fluorophenoxy)phenyl]-N-(thiazol-2-yl)urea (110 mg, 68%) 
was prepared from 2-(2-fluorophenoxy)aniline (102 mg, 0.5 mmol) and 2-aminothiazole (60 
mg, 0.6 mmol) following the general procedure D. 
20 LC-MS: 331 (M+1f . 

1 H NMR (400 MHz, acetone-d 6 ): * 6.84 (d, J= 8.0 Hz, 1H) 7.05-7.08 (m, 1H), 7.01-7.06 (m, 
2H), 7.12-7.17 (m, 2H), 7.22-7.25 (m, 2H), 7.29-7.36 (m, 2H), 8.43 (dd, J = 8.0, 1.6 Hz, 1H), 
8.95 (br, 1H), 10.17 (br, 1H). 
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Example 40 

N-[2-(2-Melhylsulfanylphenoxy)phenyl]-N , -(thia2ol-2-yl)urea 




2-(2-Methylsulfanylphenoxy)-1 -nitrobenzene (0.88 g, 68%) was prepared from 2- 
5 hydroxythioanisole (0.77 g, 5.5 mmol) and 1-f)uoro-2-nitrobenzene (0.71 g, 5.0 mmo!) 

following the general procedure A. This was reduced to 2-(2-methylsulfanylphenoxy)aniIine 
(0.53 g, 68%) following general procedure B. N-[2-(2-Methylsulfanylphenoxy)phenyl]-N'- 
(thiazol-2-yl)urea (115 mg, 65%) was prepared from 2-(2-methylsuIfanylphenoxy)aniIine (115 
mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
10 LC-MS (m/z)\ 359 (M+1) + . 

1 H NMR (400 MHz, acetone-cfe): 6 2.42 (s, 3H), 6.68 (dd, J = 8.0, 1.2 Hz, 1H), 6.92 (d, J = 8.0 
Hz, 1H). 6.95-6.99 (m, 1H), 7.04 (d. J = 3.6 Hz, 1H), 7.09-7.14 (m, 1H), 7.17-7.26 (m, 2H), 
7.31 (d, J = 3.6 Hz, 1H). 7.38 (dd, J= 7.6, 1.6 Hz, 1H), 8.42 (dd, J= 8.0, 1.6 Hz, 1H), 8.95 
(br,1H), 10.26 (br, 1H). 



15 Example 41 

N-[2-(2-Methylsulfonylphenoxy)phenyl]-N , -thiazolylurea 




To a solution of 2-(2-methylsulfanylphenoxy)-1-nitrobenzene (1.3 g, 5.0 mmol) in di- 
chloromethane (30 ml) at 0°C was added mCPBA (70%, 3.68 g, 15 mmol), in portions during 
20 10 min. The contents were stirred for 2 h at room temperature. The precipitate was filtered off 
and the mother liquor was washed thrice with 10% aq Na 2 S 2 0 7 . The organic layer was 
washed (dil NaOH, water, brine), dried and concentrated to obtain 2-(2-methylsutfonyl- 
phenoxy)-1 -nitrobenzene (1.0 g, 68%). This was reduced to 2-(2-methylsulfonylphenoxy)- 
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aniline (0.68 g f 76%) following general procedure B. N-[2-(2-Methylsulfonylphenoxy)phenyl]- 
N'-(thiazol-2-yl)urea (105 mg, 55%) was prepared from 2-(2-methylsulfonylphenoxy)aniline 
(132 mg t 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure 
D. 

5 LC-MS(m£):391(M+1)\ 

1 H NMR (400 MHz, acetone-rf 6 ): 6 3.44 (s, 3H), 7.02 (d, J = 3.6 Hz, 1 H), 7.06 (d, J = 8.4 Hz, 
1H). 7.12-7.20 (m, 2H) f 7.27-7.36 (m, 2H), 7.38-7.40 (m, 1H), 7.67-7.71 (m, 1H), 8.02 (dd, J 
= 8.0, 1.6 Hz, 1H), 8.42 (dd, J= 8.4, 12 Hz, 1H), 9.20 (br, 1H), 9.78 (br, 1H). 

Example 42 

10 N-[2-(2-Trifluoromethylphenoxy)phenyQ-N-(thiazol-2-yl)urea 

F 



2-[2-(Trifluoromethyl)phenoxy]-1 -nitrobenzene (0.92 g, 65%) was prepared from 2- 
hydroxybenzotrifluoride (0.89 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) 
following the general procedure A. This was reduced to 2-[2-(trifluoromethyl)phenoxy]aniline 
15 (0.56 g, 68%) following general procedure B. N-[2-(2-Trifluoromethyiphenoxy)phenyl]-N , - 
(thiazol-2-yl)urea (115 mg, 61%) was prepared from 2-[2-(trifluoromethyl)phenoxy]aniline 
(127 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure 
D. 

LC-MS (m/z): 381 (M+1)\ 
20 1 H NMR (400 MHz, acetone-d 6 ): 6 6.91 (dd, J = 8.0, 1.6 Hz, 1H), 7.01-7.06 (m, 2H), 7.08- 



7.11 (m, 1H), 7.22-7.26 (m, 2H), 7.34 (t, J = 7.6 Hz, 1H), 7.65 (t, J = 7.6 Hz, 1H), 7.81 (dd, J 
- 8.0, 1.2 Hz, 1H), 8.45 (dd, J = 8.4, 1.6 Hz, 1H). 9.00 (br, 1H), 10.2 (br, 1H). 
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Example 43 

N-(2-(2,6-Dimethoxyphenoxy)phenyIl-N , -(thia2ol-2-yl)urea 




2-(2 f 6-Dimethoxyphenoxy)-1 -nitrobenzene (0.85 g, 63%) was prepared from 2,6-di- 
5 methoxyphenol (0.85 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This was reduced to 2-(2,6-dimethoxyphenoxy)aniline (0.51 g, 
68%) following general procedure C. N-[2-(2 r 6-Dimethoxyphenoxy)phenyl]-N , -(thiazol-2-yl)- 
urea (117 g p 63%) was prepared from 2-(2,6-dimethoxyphenoxy)aniIine (123 mg, 0.5 mmol) 
and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
10 LC-MS (m/z): 373 (M+1 ) + . 

NMR (400 MHz, acetone-cfe): 6 3.76 (s, 3 H), 6.49 (dd, J = 8.4, 1.2 Hz, 1H), 6.80 (d, J = 
8.4 Hz, 2H), 6.84-6.88 (m, 1H), 6.95-6.99 (m, 1H), 7.04 (d, J = 3.2 Hz, 1H), 7.22 (t, J = 8.4 
Hz, 1H), 7.35 (d, J = 3.6 Hz, 1H), 8.33 (dd, J = 8.0, 1.6 Hz, 1H), 8.85 (br, 1H), 10.40 (br, 1H). 



Example 44 

1 5 N-[2-(2,6-difluorophenoxy)phenyl]-N , -(thiazol-2-yl)urea 




2-(2,6-difluorophenoxy)-1 -nitrobenzene (0.44 g, 70 %) was prepared from 2,6- 
difluorophenol (0.32 g, 2.5 mmol) and 1-fluoro-2-nitrobenzene (0.36 g, 2.5 mmol) following 
the general procedure A. This was reduced to 2-(2,6-difluorophenoxy)aniIine (0.24 g, 60 %) 
20 following general procedure B. N-[2-(2,6-difluorophenoxy)phenyl]-N -(thiazol-2-yl)urea (1 33 
mg, 60 %) was prepared from 2-(2,6-difIuorophenoxy)aniIine (206 mg, 0.9 mmol) and 2- 
aminothiazole (405 mg, 2.5 mmol) following the general procedure D. 
LC-MS (m/z): 349 (M+1) 4 . 
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1 H NMR (400 MHz, acetone-cfe): 6 6.73 (d, J = 8 Hz, 1 H), 6.98 (m, 1 H), 7.06 (d, J = 3.2 Hz, 
1H), 7.12 (m, 1H), 7.20-7.28 (m, 2H), 7.25 (d, J = 3.6 Hz, 1H), 7.40 (m, 1H), 8.43 (d, J= 8.2 
Hz, 1H), 9.05 (br, 1H), 10.12 (br, 1H). 

Example 45 

5 N-[2-(2-Fluoro-6-methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea 



2-(2-Fluoro-6-methoxyphenoxy)-1 -nitrobenzene (0.84 g, 64%) was prepared from 2- 
fluoro-6-methoxyphenol (0.78 g f 5.5 mmol) and 1-fIuoro-2-nitrobenzene (0.71 g, 5.0 mmoi) 
following the general procedure A. This was reduced to 2-(2-fluoro-6-methoxyphenoxy)- 

10 aniline (0.63 g, 85%) following general procedure C. N-2-(2-Fluoro-6-methoxyphenoxy)- 
phenyl)-IST-(thiazol-2-yl)urea (114 mg, 63%) was prepared from 2-(2-fluoro-6-methoxy- 
phenoxy)aniline (117 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the 
general procedure D. 
LOMS (m/z): 361 (M+1f. 

15 1 H NMR (400 MHz, acetone-d 6 ): 6 3. 82 (s, 3H), 6.59 (m, 1H), 6.89-6.96 (m f 2H), 7.02-7.07 
(m, 3H), 7.27-7.33 (m, 1H), 7.34 (d, J = 3.6 Hz, 1H), 8.38 (dd, J = 8.4, 1.6 Hz, 1H), 8.85 (br, 
1H), 10.31 (br, 1H). 

Example 46 

N-[2-(2-Methoxy-6-methoxycarbonylphenoxy)phenyl]-N , -(thiazol-2-yl)urea 
O 




20 




2-(2-Methoxy-6-methoxycarbonylphenoxy)-1-nitrobenzene (1.24 g, 82%) was 
prepared from methyl 3-methoxysalicylate (1.0 g, 5.5 mmol) and 1-fIuoro-2-nitrobenzene 
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(0.71 g, 5.0 mmol) following the general procedure A. This compound was reduced to 2-(2- 
methoxy-6-methoxyrarbony[phenoxy)aniline (0.89 g, 80%) following the general procedure 
C. N-[2-(2-Methoxy^methoxyrarbony^ (143 mg, 72%) 

was prepared from 2-(2-methoxy-6-methoxycarbonylphenoxy)aniline (136 mg f 0.5 mmol) and 
5 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 401 (M+1)\ 

1 H NMR (400 MHz, acetone-</ 6 ): 6 3.78 (s, 3H), 3.87 (s t 3H), 6.89-6.97 (m, 1H). 7.04-7.23 (m, 
3H). 7.36-7.47 (m, 2H), 7.67-7.76 (m, 2H), 8.17 (dd, J = 1.6. 10.8 Hz, 1H), 8.78 (br, 1H), 
10.64 (br, 1 H). 

10 Example 47 

N-KS-methoxy^-methoxycarbonylphenoxyJphenylJ-NXthiazol^-ylJurea 




2-(3-Methoxy-2-methoxycarbonylphenoxy)-1 -nitrobenzene (1.21 g, 80%) was 
prepared from methyl 6-methoxysalicylate (1.09 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene 

15 (0.71 g, 5.0 mmol) following the general procedure A. This compound was reduced to 2-(3- 
methoxy-2-methoxycarbonylphenoxy)aniIine (0.82 g, 75%) following the general procedure 
C. N-[(3-methoxy-2-methoxycarbonylphenoxy)phenyl]-N , -(thiazol-2-yl)urea (130 mg, 65%) 
was prepared from 2-(3-methoxy-2-methoxycarbonylphenoxy)aniKne (136 mg, 0.5 mmol) and 
2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 

20 LC-MS (m/z): 401 (M+1 )\ 

1 H NMR (400 MHz, acetone-d 6 ): 6 3.66 (s, 3H), 3.80 (s, 3H), 6.44-6.46 (m, 1H) ( 6.83-6.87 (m, 
1H), 6.96-6.99 (m, 1H), 7.03 (d, J = 3.6 Hz. 1H), 7.33 (d, J = 4 Hz, 1H), 7.37-7.46 (m, 2H), 
7.46-7.48 (m, 1H), 8.32-8.35 (dd, J= 1.6, 8.0 Hz, 1H), 8.80 (br, 1H), 10.32 (br, 1H). 
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Example 48 

N-P^^DimethoxyphenoxyJphenylJ-NXthiazol^-ylJurea 




2-(2,3-Dimethoxyphenoxy)-1-nitrobenzene (0.88 g, 64%) was prepared from 2,3- 
5 dimethoxyphenol (0.85 g, 5.5 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This was reduced to 2^2,3-dimethoxyphenoxy)aniline (0.57 g t 
73%) following general procedure B. N-P^^-Dimethoxyphenoxyjphenyll-N'-Jthiazol^- 
yl)urea (131 g, 71%) was prepared from 2-(2,3-dimethoxyphenoxy)aniline (123 mg, 0.5 
mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
1 0 LC-MS (m/z); 373 (M+1 )\ 

1 H NMR (400 MHz, acetone-d 6 ): 6 3.66 (s, 3H), 3.88 (s, 3H), 6.66-6.74 (m, 2H), 6.91-6.98 (m, 
2H), 7.04-7.16 (m, 3H), 7.32 (d, J = 3.6 Hz, 1H), 8.39 (dd, J = 8.0, 1.6 Hz, 1H), 8.90 (br, 1H), 
10.26 (br,1H). 



Example 49 

15 N-[2-(2,3,4-Trichlorophenoxy)phenyl]-N-(thiazol-2-yl)urea 
CI 




2-(2,3,4-Trichlorophenoxy)-1-nitrobenzene (1.04 g, 65%) was prepared from 2,3,4- 
trichlorophenol (0.98 g, 5.0 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This was reduced to 2-(2,3,4-trichlorophenoxy)aniline (0.42 g, 60%, 
20 2.5 mmol scale) following general procedure B. N-[2-(2,3 t 4-Trichlorophenoxy)phenyl]-N - 
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(thiazot-2-yl)urea (343 mg f 55%) was prepared from 2-(2,3,4-trichlorophenoxy)aniline (420 
mg t 1.5 mmol) and 2-aminothiazole (150 mg, 1.5 mmol) following the general procedure D. 
LC>MS(m/zj;415(M+1)\ 

1 H NMR (400 MHz, acetone-cfe): 6 9.97-7.12 (m ( 4H) t 7.23-7.28 (m, 2H). 7.58 (d, J = 8.8 Hz, 
5 1H), 8.45 (d, J = 8.0 Hz, 1H), 10.13 (br, 1H). 



Example 50 

N-[2-(2,4,6-Trifluorophenoxy)phenyI]-N , -(thiazol-2-yl)urea 




2-(2,4,6-Trifluorophenoxy)-1-nitrobenzene (1.14 g, 85%) was prepared from 2,4,6- 
10 trifluorophenol (0.74 g, 5.0 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This was reduced to 2-(2,4,6-trifluorophenoxy)aniline (0.42 g, 70% t 

2.5 mmol scale) following general procedure B. N-p-^Ae-TrifluorophenoxyJphenyQ-N'- 
(thiazol-2-yl)urea (219 mg, 60%) was prepared from 2-(2,4,6-trifluorophenoxy)aniline (237 
mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the general procedure D. 

1 5 LC-MS (m/z): 367 (M+1 )*. 

'H NMR (400 MHz, acetone-cf 6 ): 6 6.78 (d, J = 8.4 Hz, 1H), 7.00-7.21 (m, 5H), 7.36 (d, J = 

3.6 Hz, 1H), 8.42 (d, J = 8.4 Hz, 1H), 9.05 (br, 1H), 10.36 (br, 1H). 



Example 51 

N-[2-(2,4-dichloronaphth-1-oxy)phenyl]-N , -(thiazol-2-yl)urea 




2-(2,4-Dichloronaphth-1-oxy)-1 -nitrobenzene (1.17 g, 60%) was prepared from 2,4- 
dichloronaphth-1-ol (1.06 g, 5.0 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) 
following the general procedure A. This was reduced to 2-(2,4-dichloronaphth-1-oxy)aniline 
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(0.45 g, 60%, 2.5 mmol scale) following general procedure B. N-[2-(2,4-Dichloronaphth-1- 
oxyJphenyQ-N'-thiazolylurea (172 g f 40%) was prepared from 2-(2,4-dichloronaphth-1- 
oxy)aniline (303 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the 
general procedure D. 
5 LC-MS(/n/z):431 (M+1f. 

1 H NMR (400 MHz, acetone-d 6 ): 6 6.39 (d t J= 8.2 Hz, 1H), 6.86 (m, 1H), 7.07 (m, 2H), 7.34 
(d, J = 3.6 Hz, 1H), 7.71-7.88 (m, 3H), 8.00 (d, J= 8.0 Hz, 1H), 8.32 (d, J = 8.0 Hz, 1H), 8.48 
(d, J= 8.0 Hz, 1H), 9.15 (br, 1H), 10.35 (br, 1H). 



Example 52 

10 N-[2-(2-Methoxyphenoxy)-5-{methylsulfonyl^ 




2-(2-Methoxyphenoxy)-5-(methylsulfonyl)-1-nitrobenzene (1.21 g, 75%) was 
prepared from 2-methoxyphenol (0.68 g, 5.5 mmol) and 1-fIuoro^-methylsulfonyI-2-nitro- 
benzene (1.09 g, 5.0 mmol) following the general procedure A. This was reduced to 2-(2- 

15 methoxyphenoxy)-5-(methylsulfonyl)aniline (0.68 g, 62%) following general procedure B. N- 
[2-(2-Methoxyphenoxy)-5-(methylsulfonyl)phenylJ-N-(thiazol-2-yl)urea (136 mg, 65%) was 
prepared from 2-(2-methoxyphenoxy)-5-(methylsulfonyI)aniline (146 mg, 0.5 mmol) and 2- 
aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
LOMS (m/z): 421 (M+1)*. 

20 1 H NMR (400 MHz, acetone-cfe): S 2.82 (s, 3H) t 3.77 (s, 3H), 6.73 (d, J = 8.4 Hz, 1 H) 7.05- 
7.1 1 (m, 2H), 7.23-7.28 (m, 2H), 7.32-7.37 (m, 2H), 7.50 (dd, J = 8.4, 3.6 Hz, 1H), 9.02 (d, J 
= 2.4 Hz, 1H), 9.12 (br, 1H), 10.42 (br, 1H). 
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Example 53 

N-IS-Cyan^^-methoxyphenoxyJphenylJ-N'^thiazol^-ylJurea 




4-(2-Methoxyphenoxy)-3-nitrobenzonitrile (1.10 g t 81%) was prepared from 2- 
5 methoxyphenol (0.68 g, 5.5 mmol) and 4-fluoro-3-nitrobenzonitrile (1 .33 g, 5.0 mmol) 

following general procedure A. This was reduced to 4-(2-methoxyphenoxy)-3-aminobenzo- 
nitrite (0.62 g, 63%) following general procedure B. N-[5-Cyano-2-(2-methoxyphenoxy)- 
phenyq-N'-(thiazol-2-yl)urea (130 mg, 71%) was prepared from 4-(2-methoxyphenoxy)-3- 
aminobenzonitriie (120 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following 
10 general procedure D. 

LC-MS (m/z): 368 (M+1f. 

1 H NMR (400 MHz, acetone-d 8 ): 6 3.79 (s, 3H), 6.69 (d, J = 8.4 Hz, 1H) 7.05-7.09 (m, 1H), 
7.10 (d, J = 3.6 Hz, 1H), 7.22-7.27 (m, 2H), 7.32-7.36 (m, 3H), 8.75 (d, J = 2.0 Hz, 1H), 9.12 
(br,1H), 10.38 (br, 1H). 

15 Example 54 

N-p-Fluo^^-methylsulfanylphenoxyiphenyll-N'-thiazolylurea 




F 



5-Fluoro-2-(2-methylsulfanylphenoxy)-1-nitrobenzene (0.95 g, 68%) was prepared 
from 2-hydroxythioanisole (0.77 g, 5.5 mmol) and 2,5-difluoro1 -nitrobenzene (0.80 g, 5.0 
20 mmol) following the general procedure A. This was reduced to 5-fluoro-2-(2-methylsuifanyl- 
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phenoxy)aniline (0.52 g v 62%) following general procedure B. N-[5-F!uoro-2-(2-methyl- 
sulfanyIphenoxy)phenyQ-N'-(thiazok2-yl)urea (120 mg, 65%) was prepared from 5-fluoro-2- 
(2-methylsulfanylphenoxy)aniline (125 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mrnol) 
following the general procedure D. 
5 LC-MS {m/z): 377 (M+1 )\ 

1 H NMR (400 MHz, acetone-d e ): 6 2.48 (s, 3H), 6.61 (m, 2H), 6.92 (d, J = 7.6 Hz, 1H), 7.06 
(d, J = 3.6 Hz, 1H), 7.16-7.25 (m, 2H), 7.31 (d, J = 3.6 Hz, 1H), 7.39 (dd, J = 7.6, 2.0 Hz, 1H), 
8.26-8.29 (m, 1H), 9.00 (br, 1H), 10.32 (br, 1H). 

Example 55 

10 N-{5-Fluoro-2-(2-fluoro-6-metho>cyph 




F 



5-Fluoro-2-(2-fluoro-6-methoxyphenoxy)-1 -nitrobenzene (0.91 g, 65%) was 
prepared from 2-fluoro-6-methoxyphenol (0.78 g, 5.5 mmol) and 2,5-difluoro-1 -nitrobenzene 
(0.80 g, 5.0 mmol) following the general procedure A. This was reduced to 5-fluoro-2-(2- 

15 fluoro-6-methoxyphenoxy)aniline (0.66 g, 81%) following general procedure C. N-[5-Fluoro-2- 
(2-fluoro-6-methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea (130g, 69%) was prepared from 5- 
fluoro-2-(2-fluoro-6-methoxyphenoxy)aniline (126 mg, 0.5 mmol) and 2-aminothiazole (60 
mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 379 (M+1)*. 

20 1 H NMR (400 MHz, acetone-cfe): 6 3.83 (s, 3H), 6.60-6.70 (m, 2H), 6.92-6.97 (m, 1 H), 7.03- 
7.05 (m f 1H), 7.09 (d, J= 4.0 Hz, 1H), 7.27-7.33 (m, 1H), 7.36 (d, J= 3.6 Hz, 1H), 8.23 (dd, J 
= 10.8, 3.2 Hz, 1H), 9.05 (br, 1H), 10.39 (br, 1H). 
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Example 56 

N-[2-(2,3-Dimethoxyphenoxy)-5-fluorophenyIl-N , (thia2ol-2-yl)urea 




F 



2-(2,3-Dimethoxyphenoxy)-5-fIuoro-1 -nitrobenzene (1.0 g, 68%) was prepared from 
5 2,3-dimethoxyphenol (0.85 g, 5.5 mmol) and 2,5-difluoro-1 -nitrobenzene (0.80 g, 5.0 mmol) 
following the general procedure A. This was reduced to 2-(2,3-dimethoxyphenoxy)-5-fluoro- 
aniline (0.67 g, 75%) following general procedure C. N-[2-(2,3-Dimethoxyphenoxy}-5-fluoro- 
phenylJ-N'-fthiazol^-ylJurea (126 g, 65%) was prepared from 2-(2,3-dimethoxyphenoxy)-5- 
fluoroaniline (132 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the 
10 general procedure D. 

LC-MS (m/z): 391 (M+1)*. 

1 H NMR (400 MHz, acetone-d 6 ): 6 3.68 (s, 3H), 3.88 (s f 3H), 6.67 (dd, J = 9.2, 1 .2 Hz, 1 H), 
6.70-6.79 (m, 2H) f 6.92 (dd, J= 8.0, 1.6 Hz, 1H), 7.05-7.09 (m, 2H), 7.32 (d, J= 3.6 Hz, 1H). 
8.25 (dd, J = 11.2, 2.8 Hz, 1H), 9.03 (br, 1H), 10.33 (br, 1H). 



15 Example 57 

N-[2-(3,4-Difluorophenoxy)-5-fluorophenyQ-N , -(thiazol-2-yl)urea 
F 




F 



2-(3 t 4-Difluorophenoxy)-5-fluoro-1-nitrobenzene (1.05 g, 78%) was prepared from 
3,4-difluorophenol (0.72 g, 5.5 mmol) and 2,5-difluoro-1 -nitrobenzene (0.8 g, 5.0 mmol) 
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following the general procedure A. This compound was reduced to 2-(3,4-difluorophenoxy)-5- 
fluoroaniline (0.63 g, 68%) following the general procedure B. N-[2-(3,4-Difluorophenoxy)-5- 
fluorophenyQ-NXthiazol^-yOurea (132 mg, 72%) was prepared from 2-(3,4-difluoro- 
phenoxy)-5-fluoroaniline (120 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) 
5 following the general procedure D. 
LC-MS (m/z): 367 (M+1)\ 

1 H NMR (400 MHz, acetone-cfe): 6 6.81-6.89 (m, 2H), 7.05-7.1 1 (m, 3H), 7.31-7.38 (m, 2H) f 
8.28 (dd. J = 2.8. 10.8 Hz, 1H), 9.10 (br. 1H) f 10.34 (br, 1 H). 

Example 58 

1 0 N-[5-Fluoro-2-(4-fluorophenoxy)phenyl]-N , -(thiazol-2-yl)urea 



5-Fluorch2-(4-fluorophenoxy)-1-nitrobenzene (0.94 g, 75%) was prepared from 4- 
fluorophenol (0.62 g, 5.5 mmol) and 2,5-difluoro-1 -nitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This compound was reduced to 2-(4-fluorophenoxy)-5-fluoroaniline 
1 5 (0.53 g, 64%) following the general procedure B. N-tS-Fluoro^-^fluorophenoxy^henyO-N'- 
(thiazol-2-yl)urea (130 mg, 75%) was prepared from 5-fluoro-2-(4-fluorophenoxy)aniline (1 10 
mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 349 (M+1f. 

1 H NMR (400 MHz, acetone-cfe): 6 6.78-6.82 (m, 1H), 6.93-6.97 (m, 1H), 7.06-7.10 (m, 3H), 
20 7.14-7.18 (m f 2H), 7.3 (d, J = 3.2 Hz, 1H), 8.27 (dd, J = 2.8, 10.8 Hz, 1H), 8.82 (br, 1H), 
10.28 (br, 1H). 
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Example 59 

N^^^DichlorophenoxyVS-fluorophenyq-N'-tthiazol-Z-yOurea 




F 



2-(2,4-Dichlorophenoxy)-5-fluoro-1 -nitrobenzene (1.17 g, 78%) was prepared from 
5 2,4-dichlorophenol (0.89 g, 5.5 mmol) and 2, 5-difluoro-1 -nitrobenzene (0.8 g f 5.0 mmol) 
following the general procedure A. This compound was reduced to 2-(2,4-dichlorophenoxy)- 
5-fluoroaniline (0.68 g ( 64%) following the general procedure B. N-[2-(2,4~Dichlorophenoxy)- 
5-fluorophenyl]-N -(thiazol-2-yl)urea (1 50 mg f 76%) was prepared from 2-(2,4-dichloro- 
phenoxy)-5-fluoroaniline (135 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) 
10 following the general procedure D. 
LC-MS (m/z): 399(M+1f. 

1 H NMR (400 MHz, acetone-c/ 6 ): 6 6.79-6.84 (m, 1 H), 6.93 (m, 1H), 7.03-7.07 (m, 2H), 7.30 
(d t J = 3.2 Hz, 1H), 7.38 (dd, 2.4, 8.8 Hz 1H), 7.64 (d p J= 2.4 Hz, 1H), 8.29 (dd, J = 2.4, 11.2 
Hz 1 H), 9.00 (br, 1H), 10.24 (bs, 1H). 

15 Example 60 

N-[5-Fluoro-2-(4-methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea 




F 

5-Fluoro-2-(4-methoxyphenoxy)-1-nitrobenzene (1.05 g, 80%) was prepared from 4- 
methoxyphenol (0.68 g, 5.5 mmol) and 2,5-difluoro-1 -nitrobenzene (0.8 g, 5.0 mmol) 
20 following the general procedure A. This compound was reduced to 5-fluoro-2-(4-methoxy- 
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phenoxy)aniline (0.62 g, 66%) following the general procedure B. N-[5-Fluoro-2-(4-methoxy- 
phenoxy)phenyl]-N , -(thiazol-2-yl)urea (133 mg, 74%) was prepared from 2-(4-methoxy- 
phenoxy)-5-fluoroaniline (1 17 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) 
following the general procedure D. 
5 LC-MS (m/z): 361 (M+1)\ 

1 H NMR (400 MHz, acetone-d 6 ): 6 3.79 (s, 3H), 6.75-6.77 (m, 1H), 6.82-6.87 (m, 1 H), 6.94- 
7.01 (m, 3H), 7.07 (d, J = 2.1 Hz, 1 H), 7.32 (d, J = 3.6 Hz, 1 H), 8.26 (dd, J = 3.2, 1 1 .2 Hz, 
1H), 9.05 (br, 1H), 10.32 (br, 1H). 

Example 61 

10 N-[5-Fluoro-2-(2-methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea 



5-Fluoro-2-(2-methoxyphenoxy)-1 -nitrobenzene (1.07 g, 81%) was prepared from 2- 
methoxyphenol (0.62 g, 5.5 mmol) and 2,5-difluoro-1 -nitrobenzene (0.8 g, 5.0 mmol) 
following the general procedure A. This compound was reduced to 2-(2-methoxyphenoxy)-5- 

15 fluoroaniline (0.58 g, 66%) following the general procedure B. 1-[5-Fluoro-2-(2-methoxy- 
phenoxy)phenyl]-3-(thiazol-2-yl)urea (129 mg, 72%) was prepared from 5-fluoro-2-(2- 
methoxyphenoxy)aniline (117 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) 
following the general procedure D. 
LC-MS (m/z): 361 (M+1)\ 

20 1 H NMR (400 MHz, acetone-c/ 6 ): 6 3.79 (s, 3H), 6.65-6.7 (m, 2H), 6.98-7.01 (m, 1H), 7.05- 
7.22 (m, 4H), 7.32 (d, J= 3.6 Hz, 1H), 8.22 (dd, J = 2.8, 10.8 Hz, 1H), 9.12 (br, 1H), 10.42 
(br, 1 H). 




F 
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Example 62 

N-[5-Fluoro-2-(2-trifIuorome%^ 
F 




5-Ruoro-2-(2-trifluromethylphenoxy)-1-nitroben2ene (1.17 g, 78%) was prepared 



5 from 2-hydroxybenzotrifluoride (0.89 g, 5.5 mmol) and 2,5-difluoro-1 -nitrobenzene (0.8 g, 5.0 
mmol) following the general procedure A. This compound was reduced to 5-fluoro2-(2-tri- 
fluoromethylphenoxyj-aniline (0.65 g, 62%) following the general procedure B. N-[5-Fluoro-2- 
(2-trifluoromethylphenoxy)phenyl]-N , -(thiazol-2-yl)urea (146 mg, 74%) was prepared from 2- 
(2-trifluofX)methylphenoxy)-5-fluoroaniline (135 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 
10 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 399 (M+1)\ 

1 H NMR (400 MHz, acetone-*): 6 6.81-6.87 (m, 1H), 6.95-7.05 (m, 3H), 7.21 (m, 1H), 7.31- 
7.36 (m, 1H), 7.6-7.65 (m, 1H), 7.79 (d, J = 7.6 Hz, 1H), 8.30 (dd, J = 3.2,11.2 Hz, 1H), 8.72 
(br, 1H), 10.24 (br,1H). ■ 

15 Example 63 

N-IS-Fluo^-tnaphth^-oxyJphenylJ-N'-^iazol^-yOurea 




5-Fluoro-2-(naphth-2-oxy)-1 -nitrobenzene (1.13 g, 80%) was prepared from 2- 
naphthol (0.79 g, 5.5 mmol) and 2,5-difluoro-1 -nitrobenzene (0.8 g, 5.0 mmol) following the 
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general procedure A. This compound was reduced to 2-(2-naphth-2-oxy)-5-fluoroaniline 
(0.64 g, 64%) following the general procedure B. N-IS-Fluoro^naphth^-oxyJphenyQ-N- 
(thiazol-2-yl)urea (123 mg, 65%) was prepared from 5-Fluoro-2-(naphth-2-oxy)-aniline (127 
mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 381 (M+1) + . 

1 H NMR (400 MHz, acetone-cfe): 6 6.83-6.87 (m, 1H), 7.01(bs, 1H), 7.08 (m, 1H) f 7.33 (bs, 
1H), 7.42-7.49 (m f 3H), 7.80 (d f J = 7.6 Hz, 1H) f 7.90(d, J = 7.6 Hz, 1 H), 7.97 (d, J = 8.8 Hz, 
1H), 8.32 (d, J= 8.4 Hz, 1H) f 8.62 (br, 1H), 10.22 (br, 1H) 

Example 64 

N-[2-(2,3-Dimethoxyphenoxy)-6-fluoropheny0-N , -(thiazol-2-yl)urea 



2-(2,3-Dimethoxyphenoxy)-6-fIuoro-nitrobenzene (1.05 g, 72%) was prepared from 
2,3-dimethoxyphenol (0.85 g, 5.5 mmol) and 2,6-difluoronitrobenzene (0.80 g, 5.0 mmol) 
following the general procedure A. This compound was reduced to 2-(2,3-dimethoxy- 
phenoxy)-6-fluoroaniline (0.66 g, 70%) following the general procedure C N-[2-(2,3-Di- 
methoxyphenoxy^-fluorophenyll-N-Cthiazol^-yOurea (136 mg, 70%) was prepared from 2- 
(2,3-dimethoxyphenoxy)-6-fluoroaniline (131 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 
mmol) following the general procedure D. 
LC-MS (m/z): 391 (M+1f. 

1 H NMR (400 MHz, acetone-d 6 ): 6 3.64 (s, 3H), 3.85 (s, 3H), 6.59 (d, J = 8.0 Hz, 1H), 6.68- 
6.69 (d, J= 8.0 Hz, 1H), 6.88-7.06 (m, 4H), 7.22-7.22 (m 1H), 7.30-7.31 (d, J= 3.2 Hz, 1H), 
8.18 (br, 1H), 10.26 (br, 1H). 



'3 
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Example 65 

N^^FIuoro-aHTiethoxyphenoxyJphenyll-N-tthiazol-a-yOurea 




4-Fluoro-2-(2-methoxyphenoxy)-1 -nitrobenzene (1.2 g, 91.6%) was prepared from 
5 2-methoxyphenol (0.68 g, 5.5 mmol) and 2,4-difluoro~1 -nitrobenzene (0.80 g, 5.0 mmol) 
following the general procedure F. The product was then reduced to 4-f!uoro-2-(2-methoxy- 
phenoxy)aniline (0.96 g, 73%) following general procedure B. N-[4-Fluoro-2-(2-methoxy- 
phenoxy)phenyO-N'-(thiazol-2-yl)urea (0.32 g, 86%) was prepared from 4-fluoro-2-(2- 
methoxyphenoxy)aniline (0.117 g, 0.5 mmol) and 2-aminothiazole (0.060 g, 0.6 mmol) 
10 following the general procedure D. 
LC-MS (m/z): 361 (M+1)\ 

'H NMR (400 MHz, CDCI 3 ): 6 3.78 (s, 3H), 6.32 (dd, J = 4.0, 14.0 Hz, 1H), 6.35 (dd, J = 2.8, 
10.4 Hz, 1H), 6.61 (t, J = 4.0 Hz, 1H), 6.80 (m, 2H), 7.05 (m, 2H), 7.18 (m, 2H), 11.46 (br, 
2H). 

15 Example 66 

N-[2-(2,3-Dimethoxyphenoxy)- 4-fluorophenyl]-N*-(thiazol-2-yl)urea 




2-(2,3-DimethoxyphenoxyH-fluoro-1 -nitrobenzene (0.88 g, 60%) was prepared 
from 2,3-dimethoxyphenol (0.85 g, 5.5 mmol) and 2,4-difluoro-1 -nitrobenzene (0.8 g, 5.0 
20 mmol) following the general procedure F. This compound was reduced to 2-(2,3-dimethoxy- 
phenoxyM-Auoroaniline (0.52 g, 66%) following the general procedure C. N-[2-(2,3-di- 
methoxyphenoxy)-4-fluorophenyO-N-(thiazol-2-yl)urea (116 mg, 60%) was prepared from 2- 
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(2,3-dimethoxyphenoxy)-4-fluoroaniline (132 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 
mmol) following the general procedure D. 
LC-MS(mfc): 391 (M+1f. 

'H NMR (400 MHz, acetone-cfe): 6 3.68 (s, 3H), 3.89 (s, 3H), 6.46 (dd, J = 2.4, 9.2 Hz, 1H), 
5 6.76 (dd, J= 1.6, 8.0 Hz, 1 H), 6.82-6.87 (m, 1 H), 6.98 (dd, J - 2.3, 6.8 Hz, 1 H) f 7.04 (d, J = 
3.6 Hz, 1H), 7.1-7.13 (t, J= 8.4 Hz, 1H), 7.31(d, J = 4.0 Hz, 1H), 8.33-8.37 (dd, J= 6.4, 9.6 
Hz, 1H), 8.42 (br, 1H), 10.23 (br, 1H). 

Example 67 

N-(4-Fluoro-2-{2-fluoro-6-methoxyphenoxy)phenyl]-N , -(thiazol-2-yI)urea 



4-Fluoro-2-(2-fluoro-6-methoxyphenoxy)-1 -nitrobenzene (0.91 g, 65%) was 
prepared from 2-fluoro-6-methoxyphenol (0J8 g, 5.5 mmol) and 2,4-difluoro-1 -nitrobenzene 
(0.8 g, 5.0 mmol) following the general procedure F. This compound was reduced to 4-fluoro- 
2-(2-fluoro-6-methoxyphenoxy)aniiine (0.61 g, 75%) following the general procedure C. N-[4- 
1 5 Fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]-N , -(thiazol-2-yl)urea (1 22 mg, 65%) was 
prepared from 4-fluoro-2-(2-fluoro-6-methoxyphenoxy)aniline (126 mg, 0.5 mmol) and 2- 
aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 379 (M+1)*. 

1 H NMR (400 MHz, acetone-cf 6 ): 6 3.84 (s, 3H), 6.39 (dd, 2.8, 9.6 Hz 1H), 6.81-6.85 (m, 1H), 
20 6.95-6.98 (m, 1 H), 7.05-7.07 (m, 2 H) 7.29-7.35 (m, 2H), 8.32-8.36 (m, 1 H), 8.85 (br, 1 H), 
10.26 (br, 1H) 



10 
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Example 68 

N-[2-(2-Fluoro^methoxyphe^ 




A mixture of 4-fluoro-2-(2-fluoro^methoxyphenoxy)-1 -nitrobenzene (1.33 g t 5 
5 mmol) and sodium methoxide (035g, 6 mmol) in DMF (10 ml) was heated at 80°C for 2 h. 
The mixture was poured into water and was extracted with ethyl acetate (3x20 ml). The 
combined organic layer was washed with water, brine and dried (Na^O^. The solution was 
concentrated under reduced pressure to obtain 2-(2-fluoro-6-methoxyphenoxyH-methoxy-1- 
nitrobenzene (1.02 g t 70%). This compound was reduced to 2-(2-fluoro-6-methoxyphenoxy)- 

10 4-methoxyaniline (0.62 g. 73%) following the general procedure C. N-[2-(2-Fluoro-6- 

methoxyphenoxyH-methoxyphenyll-N'-tthiazol^-ylJurea (136 mg, 70%) was prepared from 
2-(2-methoxy-6-fluorophenoxy>4-methoxyaniline (132 mg, 0.5 mmol) and 2-aminothiazoie 
(60 mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 391 (M+1)\ 

15 1 H NMR (400 MHz, CDCI 3 ): 6 3.74 (s, 3H), 6.19 (bs, 1H), 6.46 (dd, J =2.4, 7.6 Hz, 1H), 6.61- 
6.84 (m, 3H), 7.04-7.19 (m, 1H), 7.32-7.44 (bs, 1H), 8.04-8.12 (m, 1 H), 8.20 (br, 1H), 10.22 
(br, 1 H). 

Example 69 

N-[3-Fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyQ-N-(thiazol-2-yl)urea 
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Methyl 3-fluoro-2-(2-fluoro-6-methoxyphenoxy)benzoate (0.88 g, 60%) was 
prepared from methyl 2,3-difluorobenzoate (0.86 g. 5 mmol) and 2-fluoro-6-methoxyphenol 
(0.78 g, 5.5 mmol) as described in procedure A. Hydrolysis of this ester with UOH in 
aqueous methanol furnished 2-(2-methoxy-6-fluorophenoxy)-3-fluoiT)benzoic acid (0.86 g, 
5 90%). To a solution of 3-fIuoro-2-(2-fluoro-6-methoxyphenoxy)benzoic acid (0.56 g, 2.0 
mmol) in 1,2-dichloroethane (10 ml) was added oxalyl chloride (0.18 ml, 2.2 mmol). The 
solution was stirred at room temperature for 45 min. To this solution was added NaN 3 (390 
mg, 6 mmol) and the mixture was heated to reflux for 3 h. 2-Aminothiazole (200 mg, 2 mrnol) 
was then added to this mixture and was further refluxed for 3 h. The mixture was 
10 concentrated and the residue was purified by column chromatography (silica, CH 2 CI 2 then 
10% ethyl acetate in CH 2 CI 2 ) to afford 1^3-fluoro-2K2-fluoro-6-methoxyphenoxy)phenyl]-3- 
(thiazol-2-yl)urea in (414 mg, 55%). 
LC-MS(m/z):379(M+1f. 

1 H NMR (400 MHz, acetone-cfe): 6 3.72 (s, 3H), 6.44 (d, J = 8.4 Hz, 1 H), 6.69-6.84 (m, 4H), 
15 7.01-7.12 (m, 2H), 7.35-7.36 (d, J = 4.0 Hz, 1H), 8.28 (br, 1H), 10.28 (br, 1H). 

Example 70 

N-P^^DimethoxyphenoxyJ-S-methoxyphenyO-N-thiazol^-ylurea 




2-(2,3-Dimethoxyphenoxy)-5-methoxy-1-nitrobenzene (0.85 g, 56%) was prepared 
20 from 2,3-dimethoxyphenol (0.85 g, 5.5 mmol) and 4-chloro-3-nitroanisole (0.94 g, 5.0 mmol) 
following the general procedure A. This was reduced to 2-(2,3-dimethoxyphenoxy)-5- 
methoxyaniline (0.65 g, 85%) following general procedure C. N-[2-(2,3-Dimethoxyphenoxy)- 
5-methoxyphenyO-N-(thiazol-2-yl)urea (124 g, 62%) was prepared from 2-(2,3-dimethoxy- 
phenoxy)-5-methoxyaniline (133 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) 
25 following the general procedure D. 
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LC-MS (m/z): 403 (M+1f. 

'H NMR (400 MHz, acetone-d 6 ): 6 3.70 (s, 3H), 3.79 (s, 3H), 3.87 (s, 3H), 6.53-6.57 (m, 2H), 
6.75 (d. J = 8.8 Hz, 1H), 6.85 (dd, J= 8.4, 1.2 Hz, 1H), 7.00 (d, J = 8.4 Hz, 1H), 7.04 (d, J = 
3.6 Hz, 1H), 7.30 (d, J = 3.6 Hz, 1H), 8.10 (d, J = 3.6 Hz, 1H), 10.26 (br, 1H). 

Example 71 

N-[2-(2,3-Dimethoxyphe™ 



3-(2,3-Dimethoxyphenoxy)-4-nitrotoluene (0.92 g, 64%) was prepared from 2,3-di- 
methoxyphenol (0.85 g, 5.5 mmol) and 3-fluoro-4-nitrotoluene (0.78 g, 5.0 mmol) following 
the general procedure A. This was reduced to 2-(2,3-dimethoxyphenoxy)-4-methylaniline 
(0.65 g, 79%) following general procedure C. N-[2-(2,3-Dimethoxyphenoxy)-4-methylphenyl]- 
N'-(thiazol-2-yl)urea (120 mg, 63%) was prepared from 2-(2,3-dimethoxyphenoxy)-4-methyl- 
aniline (130 mg t 0.5 mmol) and 2-aminothiazole (60 mg t 0.6 mmol) following the general 
procedure D. 
LC-MS (m/z): 387 (M+1)*. 

1 H NMR (400 MHz, acetone-cf 6 ): 6 2.20 (s, 3H), 3.67 (s. 3H), 3.88 (s, 3H) 6.57 (d, J = 1.2 Hz, 
1H), 6.64 (dd, J = 8.4, 1.6 Hz,1H), 6.89-6.92 (m, 2H), 7.01-7.08 (m, 2H), 7.31 (d, J = 3.6 Hz, 
1H), 8.24 (d, J = 8.4 Hz, 1H) t 8.60 (br, 1H), 10.23 (br, 1H). 
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Example 72 

N-p^a.a-DimethoxyphenoxyJ-S-methylphenyq-NXthiazol^-ylJurea 




2-(2,3-Dimethoxyphenoxy)-3-nitrotoluene (0.80 g, 56%) was prepared from 2,3- 



5 dimethoxyphenol (0.85 g t 5.5 mmol) and 2-chloro-3-nitrotoIuene (0.85 g, 5.0 mmol) following 
the general procedure A. This was reduced to 2-(2,3-dimethoxyphenoxy)-3-methylaniline 
(0.54 g, 76%) following general procedure C. N-[2-(2,3-Dimethoxyphenoxy)-3-methylphenyl]- 
N'-(thiazol-2-yl)urea (116 mg, 61%) was prepared from 2-(2,3-dimethoxyphenoxy)-3-methyl- 
aniline (130 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general 
10 procedure D. 

LC-MS (m/z): 387 (M+1)\ 

1 H NMR (400 MHz, acetone-cfe): 6 2.09 (s, 3H) # 3.88 (s. 6H), 6.07 (dd, J = 8.4, 1.2 Hz, 1H), 
6.73 (dd, J = 8.4, 1.2 Hz, 1H), 6.85-6.89 (m, 1H), 6.98-7.00 (m, 2H), 7.16-7.20 (m, 1H), 7.24 
(d, J= 3.6 Hz, 1H), 8.27 (d, J= 8.0 Hz, 1H), 8.95 (br, 1H), 10.09 (br, 1H). 

15 Example 73 

N-[2-(2-Chlorophenoxy)-5-chlorophenyl]-N , -(thiazol-2-yl)urea 



CI 

N-[2-(2-Chlorophenoxy)-5-chlorophenyl]-N-(thiazol-2-yl)urea (119 mg, 63%) was 
prepared from 2-(2-chlorophenoxy)-5-chloroaniline (127 mg, 0.5 mmol) and 2-aminothiazole 
20 (60 mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 381 (M+1) + . 
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% H NMR (400 MHz, acetone-cfe): 6 6.76 (d, J = 8.4 Hz, 1H), 7.04 (dd, J = 8.4, 2.4 Hz, 1H), 
7.07 (d, J = 3.6 Hz, 1H), 7.17 (d, J = 8.4 Hz, 1H), 7.24-7.42 (m, 3H), 7.59 (dd, J = 8.0, 1.6 Hz, 
1H), 8.55 (d, J= 2.4 Hz, 1H), 9.01 (br, 1H), 10.28 (br, 1H). 



Example 74 

5 N-[5-Chloro-2-(4KMoro-3-methy^ 




CI 



^5-Chloro-2-(4-chloro-3-methylphenoxy)phe (236 mg, 

60%) was prepared from 2-(2-methyl-3-chlorophenoxy)-5-chloroaniline (commercially 
available, 268 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the general 
10 procedure D. 

LC-MS (m/z): 397 (M+1) + . 

1 H NMR (400 MHz, acetone^): 6 2.35 (s, 3H), 6.90-7.02 (m, 2H), 7.06-7.10 (m, 3H), 7.32 
(d, J= 3.6 Hz, 1H), 7.40 (d, J= 8.8 Hz, 1H), 8.54 (d, J = 2.4 Hz, 1H), 10.22 (br, 2H). 

Example 75 

15 N-[2-(4-Chlorophenoxy)-5-(trifluoromethyl)phenyl]-N , -(thiazol-2-yl)urea 




N-[2-(4-Chlorophenoxy)-5-(trifluoromethyl)phenyl]-N , -(thiazol-2-yl)urea (1 36 mg, 
66%) was prepared from 2-(4-Chlorophenoxy)-5-(trffluoromethyl)aniline (144 mg, 0.5 mmol) 
and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
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LC-MS(mfc): 415 (M+1)*. 

1 H NMR (400 MHz. acetone-d 6 ): 6 5.12 (br, 1 H), 7.02 (d, J = 9 Hz, 1 H). 7.09 (d, J = 3.6 Hz, 
1 H), 7.21 (d, J = 8.8 Hz, 2H), 7.34 (d. J = 3.6 Hz, 1 H). 7.39 (d, J = 8.8 Hz, 1 H), 7.49 (d. J = 
8.8 Hz, 2H), 8.85 (d, J = 1.5 Hz, 1H), 8.95 (br, 1H), 10.29 (br, 1H). 



5 Example 76 

N-[4,5KJifluoro-2^2,3-dirnethoxyphenoxy)phenyl]-N*-(thiazol-2-yl)urea 




F 



4,5-Difluoro-2-(2,3-dimethoxyphenoxy)-1-nitrobenzene (1.4 g, 90.3%) was prepared 
from 2,3-dimethoxyphenol (0.85 g, 5.5 mmol) and 1 ,3,4-trifluoronitrobenzene (0.885 g, 5.0 

10 mmol) following the general procedure F. The product was then reduced to 2-(2-methoxy- 
phenoxy)-4.5-difluoroaniline (1.35 g, 96.1%) following general procedure B. N-[4,5-Difluoro- 
2-(2,3-dimethoxyphenoxy)phenyQ-N'-(thiazol-2-yl)urea (0.181 g, 89%) was prepared from 2- 
(2,3-dimethoxyphenoxy)-4,5-difluoroaniline (0.140 g, 0.5 mmol) and 2-aminothiazole (0.060 
g, 0.6 mmol) following the general procedure D. 

15 LC-MS (m/z): 361 (M+1) + . 

1 H NMR (400 MHz, acetone-cfe): 6 3.71 (s, 3H). 3.88 (s, 3H). 6.63 (dd, J= 1.6, 8.4 Hz, 1H), 
6.89 (dd, J= 1.2, 6.4 Hz, 1H), 7.03-7.1 1 (m, 2H). 7.38 (d, J= 3.6 Hz, 1H), 8.26 (dd, J= 1.6 Hz, 
7.6 Hz, 1H), 8.42 (dd, J= 1.2 Hz, 7.2 Hz 1H), 9.13 (br,1H), 10.22 (br, 1H). 
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Example 77 

N-[4,5-Dichtoro-2-(2,3-dimethoxyphenoxy)ph 




CI 



4,5-Dichloro-2-(2,3-dimethoxyphenoxy)-1 -nitrobenzene (1.12 g, 65%) was prepared 
from 2,3-dimethoxyphenol (0.85 g, 5.5 mmol) and 4,5-dichloro-2-fluoro-1 -nitrobenzene (1 .05 
g, 5.0 mmol) following the general procedure A. This was reduced to 4,5-dichloro-2-(2,3-di- 
methoxyphenoxy)ani!ine (0.68 g, 67%) following general procedure B. N-[4,5-Dichloro-2-(2,3- 
dimethoxyphenoxy)phenyl]-N -(thiazol-2-yl)urea (136 mg, 62%) was prepared from 4,5-di- 
chloro-2-(2,3-dimethoxyphenoxy)aniline (157 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 
mmol) following the general procedure D. 
LC-MS (m/z):441 (M+1)\ 

1 H NMR (400 MHz, acetone-d 8 ): 6 3.70 (s, 3H), 3.91 (s, 3H), 6.81-6.83 (m, 2H), 7.01 (dd, J = 
8.4, 1.2 Hz, 1H), 7.09 (d, J= 3.6 Hz, 1H), 7.15 (t, J= 8.4 Hz, 1H), 7.34 (d, J = 3.6 Hz, 1H), 
8.65 (s, 1H), 8.95 (br, 1H), 10.36 (br, 1H). 

Example 78 

N-[5-Chloro-2-(2,3-dimethoxyphenoxy^^ 




CH 3 CI 
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4, 5-Dichloro-2-(2,3-dimethoxyphenoxy)-1 -nitrobenzene (0.35 g, 1.0 mmol) was 
heated with dimethylamine in tetrahydofuran (4 ml, 2 M) in a sealed vial at 80°C for 48 h. The 
reaction mixture was cooled to room temperature and dissolved in ethyl acetate (15 ml). The 
solution was washed (water, brine) and concentrated to obtain the desired nitrobenzene, 
5 which was reduced to 5<hlon>2-(2,3-dimethoxyphenoxyH-(dimethytamino)aniline (0.23 g, 
73%) following general procedure B. N^Chlo^^^S-dimethoxyphenoxyH-dimethyl- 
aminophenyQ-N'-(thiazol-2-yl)urea (136 mg, 61%) was prepared from 5-chloro-2-(2 f 3-di- 
methoxyphenoxy>-4-(dimethylamino)aniline (161 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 
0.6 mmol) following the general procedure D. 
10 LC-MS(/n/z):450(M+1)\ 

1 H NMR (400 MHz, acetone-d e ): 6 2.61 (s, 3H). 2.66 (s, 3H), 3.70 (s, 3H), 3.89 (s, 3H), 6.58 
(s. 1H), 6.68 (dd, J = 8.4, 1.2 Hz, 1H), 6.92 (dd, J = 8.4, 1.6 Hz, 1H) f 7.04-7.10 (m, 2H), 8.44 
(s, 1H), 9.20 (br, 1H), 10.26 (br f 1H). 

Example 79 

15 N-[5-Chloro-2-(2,3-dimethoxyphenoxyH^ 



4,5-Dichloro-2-(2,3-dimethoxyphenoxy)-1 -nitrobenzene (0.35 g, 1.0 mmol) was 
heated with morpholine (4 ml) in a sealed vial at 100°C for 48 h. The reaction mixture was 
cooled to rt and dissolved in ethyl acetate (15 ml). The solution was washed (water, brine) 

20 and concentrated to obtain the desired nitrobenzene, which was reduced to 5-chloro-2-(2,3- 
dimethoxyphenoxy)-4-(4-morpholino)aniline (0.22 g, 61%) following general procedure B. N- 
[5-Chloro-2-(2,3-dimethoxyphenoxyH-(4-morpholino)phenyn-N , -(thiazol-2-yl)urea (1 27 mg, 
52%) was prepared from 5-chloro-2-(2,3-dimethoxyphenoxy)-4-(4-morpholino)aniline (182 
mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 

25 LC-MS (m/z): 492 (M+1 )\ 
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1 H NMR (400 MHz, acetone-cfe): 6 2.83 (m, 4H), 3.69-3.72 (m, 7H), 3.89 (s, 3H), 6.58 (s. 1H), 
6.69 (dd. J = 8.4, 1.6 Hz, 1H), 6.93 (dd, J= 8.4, 1.6 Hz, 1H), 7.05-7.10 (m, 2H); 7.31 (d, J = 
3.2 Hz. 1H). 8.48 (s, 1H), 9.02 (br, 1H). 10.25 (s. 1H). 

Example 80 

5 N-[2-(2,4-Dffluorophenoxy)pyridin-3-y0-N'-(thiazol-2-yl)urea 



N-2-(2,4-Dif!uorophenoxy)pyridin-3-yl-N'-(thiazol-2-yl)urea (1 12 mg, 65%) was 
prepared from 3-amino-2-(2,4-difluorophenoxy)pyridine (111 mg, 0.5 mmol) and 2- 
aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
10 LC-MS(m/z):350(M+1f. 

1 H NMR (400 MHz, acetone-d 6 ): 6 7.08-7.16 (m, 3H), 7.20-7.26 (m, 1 H). 7.36 (d, J = 3.2 Hz, 
1H), 7.40-7.46 (m, 1 H). 7.71 (dd, J= 4.8, 1.6 Hz, 1 H), 8.69 (dd, J= 8.0, 1.6 Hz, 1 H), 9.00 
(br, 1H), 10.31 (br,1H). 

Example 81 

1 5 N-[2-(2-Fluorophenoxy)pyridin-3-yl]-N'-[thiazol-2-yl]urea 



N-2-(2-Fluorophenoxy)pyridin-3-yl-N'-(thiazol-2-yl)urea (112 mg, 68%) was prepared 
from 3-amino-2-(2-fluorophenoxy)pyridine (102 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 
0.6 mmol) following the general procedure D. 
20 LC-MS (m/z): 332 (M+1 )*. 

1 H NMR (400 MHz, acetone-d 6 ): 6 7.09 (d. J = 3.6 Hz. 1H) 7.13 (dd. J = 8.0, 4.8 Hz. 1H). 
7.25-7.39 (m. 5H). 7.71 (dd, J = 4.8, 1.6 Hz. 1H). 8.69 (dd, J= 8.4. 1.6 Hz, 1H). 9.00 (br. 1H). 
10.31 (br. 1H). 
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Example 82 

N-[2-(2-Methoxyphenoxy)pyridin-3-yl)-N-(thiazol-2-yl)urea 



CH. 
I 




2-(2-Methoxy)phenoxy-3-nitropyridine (0.86 g, 70%) was prepared from 2-methoxy- 
5 phenol (0.68 g, 5.5 mmol) and 2-bromo-3-nitropyridine (1.05 g, 5.0 mmol) following the 
general procedure A. This compound was reduced to 2-(2-methoxyphenoxy)-3-amino- 
pyridine (0.49 g t 65%) following general procedure B. N-[2-(2-Methoxyphenoxy)pyridin-3-yl]- 
N'-(thiazol-2-yl)urea (126 g, 74%) was prepared from 2-(2-methoxyphenoxy)-3-aminopyridine 
(108 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure 
10 D. 

LC-MS (m/z): 344 (M+1)*. 

1 H NMR (400 MHz, acetone-c/ 6 ): 6 3.69 (s, 3H), 6.74 (d, J = 3.6 Hz, 1H), 6.99-7.01 (m, 2H), 
7.16-7.21 (m, 3H), 7.45 (d, J = 2.8 Hz, 1H), 7.71 (d, J = 4.0 Hz, 1 H), 8.57-8.59 (d, J = 8.0 Hz, 
1H), 8.89 (br, 1H), 10.44 (br, 1H). 



15 Example 83 

N-[2-(2,3-Dimethoxyphenoxy)pyridin-3-yO-N-(thiazoI-2-yl)urea 




2-(2,3-Dimethoxy)phenoxy-3-nitropyridine (1.03 g, 75%) was prepared from 2,3- 
dimethoxyphenol (0.85 g, 5.5 mmol) and 2-bromo-3-nitropyridine (1.05 g, 5.0 mmol) following 
20 the general procedure A. This compound was reduced to 2-(2,3-dimethoxyphenoxy)-3- 
aminopyridine (0.57 g, 62%) following the general procedure B. N-[2-(2,3-Dimethoxy- 
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phenoxy)pyridin-3-yO-N'-(thiazol-2-yl)urea (131 mg, 70%) was prepared from 2-(2,3-di- 
methoxyphenoxy)-3-aminopyridine (123 mg. 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 
mmol) following the general procedure D. 
LC-MS(m/z):374(M+1)\ 
5 1 H NMR (400 MHz, acetone-*): 6 3.58 (s. 3H), 3.87 (s, 3 H), 6.81 (dd, J = 1.6, 8.0 Hz, 1 H), 
6.95 (dd, J = 1.6, 8.4 Hz, 1 H), 7.05-7.07 (m, 3H), 7.35 (d, J= 3.2 Hz, 1H), 7.67-7.79 (m. 1H), 
8.64-8.86 (dd, J= 2.4, 8.0 Hz, 1H). 8.89 (br, 1H), 10.26 (br, 1H). 

Example 84 

N-[4-Chlon>2-(2-chlorobenzoyl)phenyl]-N , -(thiazol-2-yl)urea 



N-[4-Chloro-2-(2-chlorobenzoyl)phenyl]-N'-(thiazol-2-yl)urea (0.51 g, 86%) was 
prepared from 2-amino-2\5-dichlorobenzophenone (0.4 g, 1.50 mmol) and 2-aminothiazole 
(150 mg, 1.5 mmol) following the general procedure D. 

LC-MS (m/z): 394 (M+1), 'H NMR (400 MHz, CDCI 3 ): 6 6.45 (br, 1H), 6.79 (dd, J = 
15 1.2, 7.6 Hz, 2H), 7.1 1 (d, J = 7.2 Hz, 1H), 7.25-7.49 (m. 1H), 6.91-7.33 (m, 3H), 8.65 (d, J = 
8.8Hz. 1H), 8.68 (d, J= 9.6 Hz, 1H), 8.93 (br, 1H). 

Example 85 

N-[4-Chloro-2-(2-fluorobenzoyl)phenyl]-N , -(thiazol-2-yl)urea 




CI . 



10 



CI 




20 



N-[4-Chloro-2-(2-fluorobenzoyl)phenyl]-N'-(thiazol-2-yl)urea (116 mg. 62%) was 
prepared from 2-amino-5-chloro-2'-fluorobenzophenone (125 mg, 0.5 mmol) and 2- 
aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 



WO 2004/002481 

LC-MS (m/z): 377 (M+1)*. 



224 



PCT/DK2003/000449 



Example 86 

N-p^ADifluorophenylsulfanyOphenyQ-N'-tthiazol^-ylJurea 




5 2-(2,4-DifIuorophenylsulfanyl)-1-nitrobenzene (1.04 g, 78%) was prepared from 2,4- 

difluorothiophenol (0.73 g, 5.5 mmol) and 2-fluoronitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This compound was reduced to 2-(2,4-difluorophenylsulfanyl)- 
aniline (0.64 g, 70%) following the general procedure B. 1-[2-(2,4-Difluorophenylsulfanyl)- 
phenyl]-3-(thiazol-2-yl)urea (130 g, 72%) was prepared from 2-(2,4-difluorophenylsuIfanyl)- 
10 aniline (118 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general 
procedure D. 
LC-MS (m/z): 365 (M+1)\ 

1 H NMR (400 MHz, acetone-cfe): 6 6.69-6.79 (m, 3H), 6.85 (d. J = 3.6 Hz, 1H), 7.04-7.09 (m, 
1 H), 7.36-7.40 (m 2H), 7.51-7.53 (dd, J= 1.6, 8.0 Hz, 1 H), 8.42 (d, J = 8.0 Hz, 1 H), 8.88 (br, 
15 1H), 10.2 (br, 1H). 



Example 87 

1-[2-(2-Fluorophenylsulfanyl)phenyl]-3-(thiazol-2-yl)urea 




2-(2-Fluorophenylsulfanyl)nitrobenzene (1.03 g, 83%) was prepared from 2-fluon> 
20 thiophenol (0.70 g, 5.5 mmol) and 2-fluoronitrobenzene (0.71 g, 5.0 mmol) following the 

general procedure A. This compound was reduced to 2-(2-fluorophenylsulfanyl)aniline (0.65 
g, 72%) following general procedure B. N-p^-FluorophenylsulfanylJphenylJ-N'-tthiazol^-yl)- 
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urea (129 mg, 75%) was prepared from 2-(2-fluorophenylsulfanyl)aniline (107 mg, 0.5 mmoi) 
and 2-aminothiazole (60 mg f 0.6 mmol) following the general procedure D. 
LC-MS(mfc): 347 (M+1f. 

1 H NMR (400 MHz, acetone-d 8 ): 6 6.74-6.82 (m, 1H), 7.02-7.07 (m, 2H), 7.14-7.23 (m, 3H), 
5 7.29 (d, J = 3.6 Hz, 1H), 7.51-7.58 (m, 1H), 7.60 (dd, J = 1.2, 7.6 Hz, 1H), 8.43-8.46 (d, J = 
8.8 Hz, 1H), 9.08 (br f 1H), 10.39 (br, 1H). 

Example 88 

N-[2-(2-Chloro-4-fluorophenylsulfanyl)phenyl]-N , -(thiazol-2-yl)urea 




1 0 2-(2-Chloro-4-fluorophenylsulfanyl)nitrobenzene (1.13 g, 80%) was prepared from 2- 

chloro-4-fluorothiophenol (0.89 g, 5.5 mmol) and 2-fluoronitrobenzene (0.71 g, 5.0 mmol) 
following the general procedure A. This compound was reduced to 2-(2-chloro-4-fluoro- 
phenylsulfanyl)aniline (0.76 g, 75%) following the general procedure B. N-[2-(2-Chloro-4- 
fluorophenylsulfanyl)phenyl]-N'-(thiazol-2-yl)urea (144 mg, 76%) was prepared from 2-(2- 

15 chloro-4-fluorophenylsulfanyl)aniline (126 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 
mmol) following the general procedure D. 
LC-MS (m/z): 381 (M+1)\ 

1 H NMR (400 MHz, acetone-c/ 6 ): 6 6.59-6.68 (m, 1H), 6.96-7.04 (m, 2H), 7.16-7.22 (m, 1H), 
7.26 (d, J = 4.0 Hz, 1 H), 7.32-7.38 (m, 1 H), 7.50-7.61 (m, 2H), 8.47 (d, J =8.0 Hz, 1 H), 9.00 
20 (br, 1H), 10.23 (br, 1H). 
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Example 89 

N-[2-(2 f 3-DichlorophenyIsulfanyl)phenyl]-N , -(thiazol-2-y1)urea 




2-(2,3-Dichlorophenylsulfanyl)nitrobenzene (1 .25 g, 84%) was prepared from 2,3- 
5 dichlorothiophenol (0.97 g, 5.5 mmol) and 2-fluoronitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This compound was reduced to 2-(2,4-<lichlorophenylsulfanyl)- 
aniline (0.81 g, 72%) following the general procedure B. N-[2-(2,3-Dichlorophenylsulfanyl)- 
phenyl]-N'-(thiazol-2-yl)urea (154 mg, 78%) was prepared from 2-(2,3-chlorophenylsulfanyl)- 
aniline (135 mg, 0.5 mmol) and 2-aminothiazoIe (60 mg, 0.6 mmol) following the general 
10 procedure D. 

LC-MS (m/z): 397 (M+1f. 

1 H NMR (400 MHz, CDCI 3 ): 6 6.34-6.44 (m, 1H) t 6.72-6.78 (m, 1H), 6.88-6.96 (m, 1H), 7.11- 
7.22 (m, 3H), 7.50-7.57 (m, 2H) t 8.51-8.53 (d, J = 6.0 Hz, 1H), 9.08 (br, 1H), 10.32 (br, 1H). 



Example 90 

15 N-p-JS.S-DimethylphenylsulfanyOphenyO-N'-tthiazol^-yOurea 




2-(3 f 5-Dimethylphenylsulfanyl)nitrobenzene (1.01 g, 78%) was prepared from 3,5- 
dimethylthiophenol (0.76 g, 5.5 mmol) and 2-fluoronitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This compound was reduced to 2-(3,5-dimethylphenylsulfanyl)- 
20 aniline (0.64 g, 72%) following the general procedure B. N-[2-(3,5-Dimethylphenylsulfanyl)- 
phenylJ-NHthiazol^-ylJurea (131 mg, 74%) was prepared from 2-(3,5-dimethylphenyl- 
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sulfanyl)aniline (115 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the 
general procedure D. 
LC-MS(m£): 357 (M+1f. 

1 H NMR (400 MHz, CDCI 3 ): 6 2.09 (s, 6 H), 6.54-6.86 (m, 4H), 7.04-7.10 (m, 1H), 7.27-7.34 
(m, 1H), 7.41-7.46 (m, 1H) t 7.48-7.56 (bs, 1H), 8.41 (d, J= 8.4 Hz, 1 H), 8.20 (br, 1H), 11. 8 
(br,1H). 

Example 91 

N-[2-(2-Methoxycarbonylphenylsulfanyl)pheny0-N-(thiazol-2-yl)urea 
O 



2-(2-Methoxycarbonylphenylsuffanyl)nitrobenzene (1.15 g, 80%) was prepared from 
methyl thiosalicylate (0.92 g f 5.5 mmol) and 2-fluoronitrobenzene (0.71 g, 5.0 mmol) 
following the general procedure A. This compound was reduced to 2-(2-methoxycarbonyl- 
phenylsulfanyl)aniline (0.75 g, 73%) following the general procedure B. N-[2-(2-Methoxy- 
carbonylphenylsulfanylJphenyO-N-tthiazol^-ylJurea (142 mg, 74%) was prepared from 2-(2- 
methoxycarbonylphenylsulfanyljaniline (130 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 
mmol) following the general procedure D. 
LC-MS (m/z): 387 (M+1)*. 

*H NMR (400 MHz, acetone-d 6 ): 6 3.88 (s f 3H), 6.62-6.82 (m, 2H), 7.02-7.24 (m, 4H), 7.44- 
7.50 (m, 1 H), 7.55-7.64 (bs. 1 H), 7.87 (d, J = 6.4, 1 H), 8.42 (d, J = 8.0 Hz, 1 H), 8.82 (br, 1 H), 
10.9 (br. 1H). 
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Example 92 

N-p^-MethoxyphenylsutfanylJphenylJ-N-Cthiazol^-yOurea 




2-(2-MethoxyphenyIsulfanyl)nitrobenzene (1.07 g, 82%) was prepared from 2- 
methoxy thiophenol (0.76 g, 5.5 mmo!) and 2-fluoronitrobenzene (0.71 g, 5.0 mmol) following 
the general procedure A. This compound was reduced to 2-(2-methoxyphenylsuIfanyl)aniline 
(0.66 g, 70%) following general procedure B. N-p^-MethoxyphenylsulfanylJphenyO-N 1 - 
(thiazol-2-yl)urea (1 10 mg, 62 %) was prepared from 2-(2-methoxyphenylsulfanyl)aniline 
(115 mg, 0.5 mmol) and 2-aminothiazole (60 mg t 0.6 mmol) following the general procedure 
D. 

LC-MS (m/z): 359 (M+1)*. 

1 H NMR (400 MHz, acetone-cfe): 6 3.48 (s, 3H), 6.77-6.89 (m, 2H), 6.90-7.00 (m, 2H), 7.05- 
7.24 (m, 2H), 7.29 (d, J = 3.6 Hz, 1H), 7.38-7.42 (m, 1 H), 7.55 (dd, J =1.6, 8.0 Hz, 1H), 8.41- 
8.43 (d, J = 8.4 Hz, 1H), 8.89 (br t 1H), 10.22 (br, 1H). 

Example 93 

N-[2-(2-Pyridinylsulfanyl)phenyll-N-(thiazol-2-yl)urea 




2-(2-Pyridylsulfanyl)nitrobenzene (0.70 g, 60%) was prepared from 2-mercapto- 
pyridine (0.61g, 5.5 mmol) and 2-fluoronitrobenzene (0.71 g, 5.0 mmol) following the general 
procedure A. This compound was reduced to 2-(2-pyridylsulfanyl)aniline (0.37 g, 62%) 
following general procedure B. N-[2-(2-Pyridylsulfanyl)phenyl]-N , -(thiazol-2-yl)urea (98 mg, 
60%) was prepared from 2-(2-pyridylsulfanyl)aniline (101 mg, 0.5 mmol) and 2-aminothiazole 
(60 mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 330 (M+1f. 
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1 H NMR (400 MHz, CDCI 3 ): 6 6.78-6.80 (d, J = 8.0 Hz, 1 H), 6.96 (d, J = 3.6 Hz, 1H), 7.03- 
7.07 (m, 1H), 7.13-7.18 (m, 1H), 7.23 (d, J = 2.8 Hz, 1H), 7.51-7.57 (m, 2H), 7.64 (d, J = 1 .6, 
7.6 Hz, 1H), 8.35 (d, J = 4.0 Hz, 1H), 8.45 (d, J = 8.4 Hz, 1H), 8.13 (br, 1H), 10.44 (br, 1H). 

Example 94 

5 N-(2-Propyloxyphenyl)-N-(thiazol-2-yl)urea 



N-(2-Propyloxyphenyl)-N-(thiazol-2-yl)urea (97 mg, 70%) was prepared from 2- 
propyloxyaniline (76 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the 
general procedure D. 
10 LC-MS (m/z): 279 (M+1) + . 

1 H NMR (400 MHz, acetone-*): 6 1.07 (t, J= 7.6 Hz, 3H), 1 .88 (m, 2H), 4.05 (q, J = 7.6 Hz), 
6.90-7.01 (m, 3H), 7.05 (d, J= 3.6 Hz), 7.36 (d, J= 3.6 Hz), 8.30 (dd, J = 7.6, 1.6 Hz, 1H), 
8.80 (br, 1H), 10.24 (br, 1H). 

Example 95 

1 5 N-(2-Butyloxyphenyl)-N -(thiazol-2-yl)urea 



N-(2-Butyloxypheny1)-N*-(thiazol-2-yl)urea (94 mg, 65%) was prepared from 2- 
butylyloxyaniline (82 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the 
general procedure D. 
20 LC-MS (m/z): 293 (M+1 )\ 
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1 H NMR (400 MHz, acetone-cfe): 6 0.98 (t J = 7.2 Hz, 3H), 1 .54 (m, 2H), 1 .84 (quint, J = 6.4 
Hz, 2H), 4.10 (t, J= 6.4 Hz, 2H), 6.90-7.03 (m, 3H), 7.05 (d, J = 3.6 Hz, 1H), 7.25 (d, J = 3.6 
Hz, 1H), 8.30 (dd, J = 8.0, 1.2 Hz, 1H), 9.00 (br, 1H), 10.20 (br, 1H). 

Example 96 

5 N-(2-(CycIopentyloxyphenyl)-N-(thiazol-2-yl)urea 




2-(Cyclopentyloxy)-1 -nitrobenzene (1.04 g, 80%) was prepared from cydopentanol 
(0.46 ml, 5.0 mmol) and 1-fIuoro-2-nitrobenzene (0.71 g, 5.0 mmol) following the general 
procedure G. This was reduced to 2-(cyclopentyloxy)aniline (0.30 g v 68%, 2.5 mmol scale) 
1 0 following general procedure B. N-(2-Cyclopentyloxyphenyl)-N , -(thiazol-2-yl)urea (212 mg, 
70%) was prepared from 2-(cyclopentyloxy)aniline (177 mg, 1.0 mmol) and 2-aminothiazole 
(100 mg, 1.0 mmol) following the general procedure D. 
LC-MS(m/z):305(M+1)\ 

1 H NMR (400 MHz, acetone-cfe): 6 1.60-2.05 (m, 8H). 4.94 (m, 1H), 6.90-7.05 (m, 4H), 7.35 
15 (d, J = 4.0 Hz, 1H), 8.30 (d, J = 8.8 Hz, 1H), 10.20 (br, 2H). 

Example 97 

N-(2-lsopropoxyphenyl)-N-(thiazoI-2-yl)urea 




2-(lsopropoxy)-1 -nitrobenzene (317 mg, 70%) was prepared from isopropyl alcohol 
20 (0.24 ml, 3.0 mmol) and 1-fluoro-2-nitrobenzene (0.36 g, 2.5 mmol) following the general 
procedure G. This was reduced to 2-(isopropoxy)aniline (198 mg, 75%) following general 
procedure B. N^-lsopropoxyphenylJ-N-thiazolylurea (218 mg, 60%) was prepared from 2- 
(isopropoxy)aniline (198 mg, 01.3 mmol) and 2-aminothiazole (150 mg, 1.5 mmol) following 
the general procedure D. 
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LC-MS (m/z): 279 (M+1)\ 

1 H NMR (400 MHz, acetone-*): 6 1-36 (d, J = 6.4 Hz, 6H), 4.71 (m, 1H), 6.90-7.07 (m, 4H), 
7.36 (d, J = 3.6 Hz, 1 H), 8.30 (d, J = 8.0 Hz, 1 H), 10.22 (br, 2H) 

Example 98 

5 N-[2-(2-Methylpropoxy)phenyl]-N , -(thiazol-2-yl)urea 




2-(2-MethylpropoxyH-nitrobenzene (0.73 g, 75%) was prepared from 2-methyl- 
propanol (0.46 ml, 5.0 mmol) and 1-fluoro-2-nitrobenzene (0.71 g, 5.0 mmol) following the 
general procedure G. This was reduced to 2-(2-methylpropoxy)aniline (0.29 g, 70%, 2.5 
10 mmol scale) following general procedure B. N-[2-(2-Methylpropoxy)pheny0-N4thiazol-2-yl^ 
urea (189 mg, 65%) was prepared from 2-(2-methyIpropoxy)aniline (165 mg, 1.0 mmol) and 
2-aminothiazo!e (100 mg, 1.0 mmol) following the general procedure D. 
LC-MS (m/z): 293 (M+1)\ 

1 H NMR (400 MHz, acetone-*): 6 1.09 (d, 6H), 2.13 (m, 1H), 3.86 (d, J= 6.8 Hz, 1H), 6.90- 
15 7.10 (m, 4H), 7.38 (d, J= 3.6 Hz, 1H), 8.29 (d, J = 7.2 Hz, 1H). 10.05 (br, 2H). 

Example 99 

N-[2-(Cyclopentylmethoxy)phenyl]-N'-(thiazol-2-yl)urea 




2-(Cyclopentylmethoxy)-1 -nitrobenzene (443 mg, 80%) was prepared from cyclo- 
20 pentanemethanol (0.32 ml, 3.0 mmol) and 1-fluoro-2-nitrobenzene (0.36 g, 2.5 mmol) 

following the general procedure G. This was reduced to 2-(cyclopentylmethoxy)aniline (268 
mg, 70%) following general procedure B. N-[2-(Cyclopentylmethoxy)phenyl]-N , -(thiazol-2-yl)- 
urea (286 mg, 60%) was prepared from 2-(cyclopentylmethoxy)aniline (0.25 g, 1.5 mmol) 
and 2-aminothiazole (150 mg, 1.5 mmol) following the general procedure D. 
25 LC-MS (m/z): 319 (M+1)*. 
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1 H NMR (400 MHz, acetone-*): 6 1.40 (m, 2H), 1.65 (m, 4H), 1.91 (m, 2H), 2.45 (m, 1H), 
3.98 (d, J = 7.6 Hz, 1H) f 6.88-7.06 (m, 4H), 7.35 (d. J= 3.6 Hz, 1H), 8.29 (d, J= 7.6 Hz, 1H), 
10.14, (br,2H). 

Example 100 

5 N-[2-(3-pentoxy)phenyQ-N'-(thiazol-2-yl)urea 



2-(3-Pentoxy)-1-nitrobenzene (366 mg, 70%) was prepared from 3-pentanol (0.27 
ml, 2.5 mmol) and 1-fluoro-2-nitrobenzene (0.36g, 2.5 mmol) following the general procedure 
G. This was reduced to 2-(3-pentoxy)aniline (0.25 g, 80%) following general procedure B. N- 
1 0 ^-(S-pentoxyJphenyO-N^thiazoI^-yOurea (0.26 g, 57%) was prepared from 2-(3-pentoxy)- 
aniline (0.25 g, 1.5 mmol) and 2-aminothiazole (150 mg, 1.5 mmol) following the general 
procedure D. 
LC-MS (m/z): 307 (M+1f. 

'H NMR (400 MHz, acetone-cfe): S 0.92 (t, J = 7.2 Hz, 6H), 1 .75 (m, 4H), 4.38 (m, 1 H), 6.89- 
15 7.06 (m, 4H), 7.36 (d, J = 3.6 Hz, 1 H), 8.32 (d, J = 8.0 Hz, 1 H). 

Example 101 

N-[2-(2-pentoxy)phenyl]-N'-(thiazol-2-yl)urea 



2-(2-Pentoxy)-1-nitrobenzene (387 mg, 74%) was prepared from 2-pentanol (0.27 
20 ml, 2.5 mmol) and 1-fIuoro-2-nitrobenzene (0.36 g, 2.5 mmol) following the general 
procedure G. This was reduced to 2-(2-pentoxy)aniline (0.26 g, 79%) following general 
procedure B. N-[2-(2-pentoxy)phenyQ-N'-(thiazol-2-yl)urea (280 mg, 62%) was prepared from 
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2-(2-pentoxy)aniline (0.25 g, 1 .5 mmol) and 2-aminothiazole (150 mg, 1.5 mmol) following 
the general procedure D. 
LC-MS (m/z): 307 (M+1)\ 

1 H NMR (400 MHz, acetone-d 6 ): 6 0.93 (t, J = 7.2 Hz, 3H), 1 .32 (d f J = 6.0 Hz, 3H), 1 .40-1 .90 
5 (m, 4H), 4.55 (m, 1H), 6.85-7.07 (m, 4H), 7.36 (d, J = 3.6 Hz, 1H), 8.31 (d, J = 8.0 Hz, 1H), 
10.15 (br,1H). 

Example 102 

N-[2-(2-Methoxyethoxy)phenyl]-N , -(thiazol-2-yl)urea 



ethanol (0.16 ml, 2.0 mmol) and 1-fluoro-2-nitrobenzene (0.21 ml, 2.0 mmol) following the 
general procedure G. This was reduced to 2-(2-methoxyethoxy)aniline (0.13 g, 60%) 
following general procedure B. N-^^MethoxyethoxyJphenyO-N-tthiazol^-yOurea (115 mg, 
55%) was prepared from 2-(2-methoxyethoxy)aniline (115 mg, 0.7 mmol) and 2-amino- 
15 thiazole (140 mg, 1 .4 mmol) following the general procedure D. 
LC-MS (m/z): 295 (M+1)\ 

1 H NMR (400 MHz, acetone-d 6 ): 6 3.37 (s, 3H), 3.78 (t, J = 4.8 Hz, 2H), 4.25 (t, J = 4.8 Hz, 
2H), 6.95-7.06 (m ( 4H), 7.37 (d, J = 3.6 Hz, 1H), 8.29 (d, J = 8.0 Hz, 1H), 8.80 (br, 1H), 10.20 
(br, 1H). 

20 Example 103 (General procedure (H)) 

(2-[3-(2-Benzylphenyl)ureido]thiazol-4-yl)acetic acid 



H 3 C-°^^0 




10 



2-(2-Methoxyethoxy)-1 -nitrobenzene (0.25 g, 64%) was prepared from 2-methoxy- 




The intermediate 2-benzylphenyl isocyanate (0.26 g, 1.2 mmol) (general procedure 
H2) was dissolved in DMF(5 ml) and 2-amino-4-thiazole acetic acid (0.20 g, 1.2 mmol) was 
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added. After 16 hours at 20°C ethyiacetate (60 ml) was added and the mixture was extracted 
with water (5x20 ml). The solvent was removed in vacuo and the remaining oil was purified 
on Waters Deltprep 4000 giving 150 mg of the title compound. 

Preparative system: (gradient 20-90% CH 3 CN 40min., 20 ml/min., Rt=35 min 
5 Solvent A=water, solvent B=CH 3 CN, solvent C=0,5% TFA/water). 

1 H-NMR (DMSO-cfe): 6 10.90 (broad, 1H); 8.45 (s, 1H); 7.80 (s, 1H); 7.20 (multi, 9H); 6.85 (s, 

1H); 3.98 (s, 2H); 3.53 (s, 2H). 

HPLC-MS (Method A): m/z = 368 (M+1); R, = 4.10 min 

1 H NMR (CDCI 3 ): 6 7.98 (br d, 2H). 7.88-7.70 (m, 4H), 7.50 (t, 3H), 7.18 (d, 1H), 6.84 (br s, 
10 1H) f 3.71 (br s f 2H), 2.70 (br s f 2H), 2.52 (m, 1H), 1.90-1.70 (m, 5H), 1.45-1.15 (m, 5H). 

Example 104 (General procedure (H)) 
(2-[3-(2-Benzoyl-4-chIorophenyl)ureido]thiazol-4-yl)acetic acid 




The title compound was prepared as in example 103 using (5-chloro-2-isocyanato- 
15 phenyl)phenyl methanone (general procedure H2) as intermediate isocyanate. 

n H-NMR (DMSO-de): Selected data : 6 9.48 (broad, 1H); 8.12 (broad, 1H); (multi, 9H); 6.87 
(s, 1H);3.57(s,2H). 

HPLC-MS (method A): m/z = 415 (M+1); Rt = 3.79 min 

Example 105 (General procedure (H)) 
20 (2-[3-(2-(2-Methylphenoxy)phenyl)ureido]thiazol-4-yl)aceticacid 




HO 
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The title compound was prepared as in example 103 using 2-(2-methylphenoxy)- 
phenyl isocyanat (general procedure H2) as intermediate isocyanate. 
'H-NMR (DMSO-cfe): 6 11.09 (broad, 1H); 8.88 (broad, 1H); 8.25 (d, 1H); 7.37 (d. 1H); 7.22 
(t, 1H); 7.11 (multi, 2H); 6.97 (t, 1H); 6.89 (d, 1H); 6.87 (s, 1H); 6.67 (d, 1H); 3.53 (s, 2H); 
5 2.23 (s, 3H). 

HPLC-MS (method A): m/z = 384 (M+1); R, = 4.67 min 



Example 106 (General procedure (H)) 

(2-[3-(2^4-Methoxyphenoxy>-5KtrifIuoromethyl)phenyl)ureido]thia acid 




10 The title compound was prepared as in example 103 using 2-(4-methoxyphenoxy)- 

5-(trifluoromethyl)phenyl isocyanate (general procedure H2) as intermediate isocyanate. 
1 H-NMR (DMSO-d 6 ): 6 12.32 (broad, 1H); 11.20 (broad, 1H); 9.30 (d, 1H); 8.62 (d, 1H); 7.32 
(d, 1H); 7.17 (d, 2H); 7.05 (d, 2H); 6.90 (s, 1H); 6.83 (d, 1H); 3.78 (s, 3H); 3.53 (s, 2H). 

Example 107 (General procedure (H)) 
1 5 {2-[3-(2-phenoxyphenyl)ureido]thiazol-4-y}acetic acid 




HO 

The title compound was prepared as in example 103 using 2-phenoxyphenyl 
isocyanate (general procedure H2) as intermediate isocyanate. 

1 H NMR (CDCI 3 ) selected data: 6 3.47 (2H, s), 6.78 (1H, s), 6.90 (1H, d), 6.97-7.08 (3H, m), 
20 7.09-7.19 (2H, m), 7.38 (2H, t), 8.16 (1H, br s), HPLC-MS (Method A): m/z = 370 (M+1); R t = 
3.50 min. 



WO 2004/002481 



PCT/DK2003/000449 



236 

Example 108 (General procedure (H)) 

2-{3-[5-Fluoro-2-(2-fluoro-6-methoxyphenoxy)phenynureido}^^ acid 



The title compound was prepared accorrding to general procedure H. 
1 H NMR (DMSO): 6 12.76 (br, 1H), 11.21 (br 1H). 9.23 (S.1H), 8.06 (dd,1H), 7.94 (s, 1H), 
7.33 (d, 1H). 7.10-7.01 (m, 2H), 6.74 (t 1H), 6.55 (dd, 1H), 3.80 (s,3H). 
HPLC-MS (Method B): m/z= 422 (M+1); R, = 3.90min. 

Example 109 (General procedure (H)) 

2-{3-[2-(2,3-Dimethoxyphenoxy)-5-fluoropheny0ureido}thiazole-4-carboxylic acid ethyl ester 



1 H NMR (DMSO): 6 11.44 (s, 1H), 8.99 (s 1H), 8.06 (dd,1H), 7.99 (s, 1H), 7.09 (t, 1H), 6.94 
(d, 1H), 6.80 (t, 1H), 6.72 (dd,1H). 6.67 (d, 1H). 4.25 (q, 2H), 3.84 (s, 3H), 3.67 (s, 3H), 1,28 
(t, 3H). 

HPLC-MS (Method B): m/z = 462 (M+1); R, = 4.53 min. 




F 
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Example 110 (General procedure (H)) 

(2-{3-[2-(2.3-Dimethoxyphenoxy)-5-fluorophenyl]ureido}thiazol-4-yl)acetic acid ethyl ester 



1 H NMR (DMSO): 11.16 (br, 1H), 9,09 (br 1H), 8.08 (dd,1H), 7.09 (t, 1H), 6.94 (d, 1H), 6.92 
(s, 1H), 6.78 (t,1H), 6.70 (dd, 1H), 6.65(d, 1H), 4.06 (q, 2H), 3.84 (s, 3H), 3.66 (s, 2H), 3.62 
(s, 3H),1.18(t,3H). 

HPLC-MS (Method B): m/z = 476 (M+1 ); R, = 4.43 min. 
Example 111 (General procedure (H)) 

(2-{3-[5-Fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}thiazol-4-yl)acetic acid 



1 H NMR (DMSO): 6 12.27 (br, 1H), 11.06 (br, 1H), 9.22 (br, 1H), 8.06 (dd,1H), 7.32 (dd, 1H), 
7.08 (d, 1H), 7.03 (t, 1H). 6.90 (s, 1H), 6.75-6.70 (m.2H). 6.53 (dd, 1H), 3.79 (s, 3H), 3.55 (s. 
2H). 

HPLC-MS (Method B): m/z = 436 (M+1); R, = 3.85 min. 




F 




F 
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Example 112 (General procedure (H)) 

2H3^2^2,3^imethoxyphenoxy)-5-fluorophenylJureido}thiazole-4-carboxylic acid 



1 H NMR (DMSO): 6 12.77 (br, 1H), 11.33 (s, 1H), 9.06 (s, 1H), 8.07 (dd.1H), 7.93 (s, 1H), 
7.08 (d, 1H), 7.09 (t, 1H), 6.95 (dd, 1H), 6.80 (t 1H), 6.73-6.63 (m,2H). 3.84 (s, 3H). 3.66 (s, 
3H). 

HPLC-MS (Method B): m/z=434 (M+1); R, = 3.92 min. 
Example 113 (General procedure (H)) 

(2^3-[2^2,3-Dimethoxyphenoxy)-5-fluorophenyI]ureido}thiazol-4-yl)aceticacid 



1 H NMR (DMSO): 6 12.30 (br, 1H), 11.14 (br, 1H), 9,08 (br 1H), 8.08 (dd,1H), 7.08 (t, 1H), 
6.94 (d. 1H), 6.89 (s, 1H), 6.78 (t,1H), 6.70 (dd, 1H), 6.66(dd, 1H), 3.84 (s, 3H), 3.66 (s, 3H), 
3.54 (s, 2H). 

HPLC-MS (Method B): mlz = 448 (M+1); R, = 3.76 min. 




F 




F 
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Example 114 (General procedure (H)) 
2^3H5~Fluoro-2^2-fluoro-6H^^ 
acid ethyl ester 



5 1 H NMR (DMSO): 6 11.35 (s, 1H), 9,38 (br 1H), 8.05 (dd,1H), 7.32 (dd, 1H), 7.10-7.02 (m, 
2H), 6.76 (t,1H), 6.56(dd, 1H), 4.24 (q, 2H), 3.79 (s f 3H), 2.52 (s, 3H), 1,29 (t, 3H). 
HPLC-MS (Method B): mtz = 464 (M+1 ); R t = 4.91 min. 

Example 115 (General procedure (H)) 
2-{3-[5-FIuorch2-(2-fluoro^-methox^ 
10 acid 



'H NMR (DMSO): S 12.79 (br, 1H), 11.29 (br, 1H), 9,38 (br 1H), 8.05 (dd,1H), 7.32 (dd, 1H), 
7.10-7.01 (m, 2H), 6.75 (t t 1H), 6.54 (dd, 1H), 3.79 (s, 3H), 2.51 (s, 2H). 
HPLC-MS (Method B): m/z= 436 (M+1); R t = 4.19 min. 





WO 2004/002481 



PCT/DK2003/000449 



240 

Example 116 (General procedure (H1)) 
N-Ethyl-2-{2-{3-{5-fluoro-2-(2-fluoro^Tieto^^ 



1 H NMR (DMSO): 6 11.03 (s, 1H), 9.22 (br 1H), 8.06 (dd.1H), 7.89 (t, 1H), 7.32 (dd, 1H), 
5 7.10-7.00 (m, 2H), 6.82 (s,1H), 6.72 (t, 1H), 6.53(dd, 1H), 3.79 (s, 3H), 3.39 (s, 2H), 3.07 (q, 
2H). 1,01 (L3H). 

HPLC-MS (Method B): mlz = 463 (M+1); R, = 4.06 min. 

Example 117 (General procedure (H1)) 
2-(2-{3-[5-Fluoro-2-(2-fluoro-6-methox^ 
10 ethyl)acetamide 



1 H NMR (DMSO): 6 1 1.03 (br. 1H), 9.22 (br 1H), 8.06 (dd,1H), 7.99 (t, 1H), 7.32 (dd. 1H), 
7.10-7.00 (m, 2H). 6.82 (s.1H). 6.72 (t. 1H), 6.53(dd, 1H). 3.79 (s. 3H), 3.43 (s. 2H). 3.34 (t. 
2H), 3.24 (s. 3H), 3.23 (t, 2H). 
1 5 HPLC-MS (Method B): mlz = 493 (M+1 ); R, = 4.01 min. 
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Example 118 (General procedure (H1» 

2-(2-{3-[5-Fluoro-2-(2-fluoro-6wnethoxyphenoxy)phen^ 

ylethyl)acetamide 



5 1 H NMR (DMSO):selected data: * 1 1.01 (br, 1H), 9.77 (br, 1H). 9.23 (br 1H), 8.19 (br, 1 H), 
8.06 (dd,1H), 7.32 (dd, 1H), 7.10-7.00 (m, 2H), 6.88 (s.1H), 6.72 (t, 1H), 6.53(dd. 1H), 3.97 
(m, 2H), 3.79 (s, 3H), 3.64 (m, 2H), 3.47 (s, 2H). 
HPLC-MS (Method B): mlz = 548 (M+1); R, = 3.24 min. 

Example 119 (General procedure (H1 )) 
1 0 [2-(2-{3-[5-Fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}thiazol-4- 
yl)acetylamino]acetic acid methyl ester 



'H NMR (DMSO): Selected data 6 11.06 (br, 1H), 9.25 (br 1H). 8.34 (t,1H), 8.06 (dd, 1H), 
7.31 (dd, 1H), 7.10-7.00 (m, 2H), 6.88 (s,1H), 6.73 (t, 1H), 6.53(dd, 1H), 3.85 (d, 2H), 3.79 (s, 
15 3H), 3.63 (s, 2H), 3.49 (s, 2H). 

HPLC-MS (Method B): m/z= 507 (M+1); R, = 3.74 min. 
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Example 120 (General procedure (H1)) 

2^3-[2^2,3^imethoxyphenoxy)-5-fluoropheny0ureido}thiazole-4-carboxylic acid (2- 
methoxyethyl)amide 




F 



5 1 H NMR (DMSO):Selected data 6 11.29 (s, 1H), 9.13 (s 1H),8.08 (dd,1H), 7.78 (t,1H), 7.73 
(s, 1H), 7.09 (t,1H), 6.95 (dd.1H), 6.80 (t, 1H), 6.71(dd. 1H), 6.67 (dd, 1H), 3.84 (s, 3H), 3.67 
(s, 3H), 3.26 (s, 3H). 

HPLC-MS (Method B): m/z = 491 (M+1); R, = 3.86 min. 

Example 121 (General procedure (H1)) 
1 0 [2-(2^3-[5-Fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyllureido}thiazol-4- 
yl)acetylamino]acetic acid 




F 



1 H NMR (DMSO): 6 12.54 (br, 1H), 11.06 (br, 1H), 9.23 (br 1H),8.21 (t,1H), 8.06 (dd, 1H), 
7.31 (dd.1H), 7.09-7.01 (m, 2H), 6.88 (S.1H), 6.72 (t, 1H), 6.53(dd, 1H), 3.79 (s, 3H). 3.76 (s. 
15 2H), 3.49 (s, 2H). 

HPLC-MS (Method B): mfz= 493 (M+1); R, = 3.47 min. 
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Example 122 (General procedure (H» 

2^3-[2^2>Dimethoxyphenoxy)-5-fluorophenyl]ureido}thia2ole-4-carboxylic acid ethylamide 



'H NMR (DMSO): 6 11.21 (s, 1H), 9.19 (s 1H),8.08 (dd,1H), 7.89 (t,1H), 7.69 (s, 1H), 7.10 
5 (t,1H), 6.95 (dd,1H), 6.79 (t, 1H), 6.73-6.66 (m, 2H), 3.84 (s, 3H), 3.66 (s, 3H), 3.25 (q, 2H). 
1.08 (t. 3H). 

HPLC-MS (Method B): m/z = 461 (M+1); R, = 3.96 min. 
Microanalysis: 

Calculated for : C, 55.09%; H, 4.88%; N, 1 1 1 .88%. 
10 Found: C, 55.18%; H, 4.67%; N, 12.21%. 

Example 123 (General procedure (H1)) 
[(2^3-[2-(2,3-Dimethoxyphenoxy)-5-fluorophenyl]ureido}thia^^ 
acid methyl ester 



F 

15 1 H NMR (DMSO): 6 11.26 (s, 1H), 9.20 (s 1H), 8.26 (t, 1H), 8.09 (dd,1H), 7.77 (s,1H), 7.10 
(t,1H), 6.95 (dd,1H), 6.79 (t, 1H), 6.72-6.67 (m, 2H), 4.01 (d, 2H). 3.84 (s, 3H), 3.66 (s, 3H), 
3.65 (s. 3H). 




F 
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Example 124 (Genera! procedure (H)) 

(543-[5-FIuoro-2-(2-fluorc>^^ ,3 t 4]thiadiazol-2-yl)acetic acid 

ethyl ester 



5 1 H NMR (DMSO): if 11.35 (s, 1H), 9.31 (s 1H) ( 8.03 (t,1H), 8.04 (dd, 1H), 7.31 (dd,1H), 7.10- 
7.02 (m, 2H), 6.75 (t, 1H), 6.55(dd, 1H), 4.19-4.14(m, 4H), 3.80 (s, 3H), 1.23 (t, 3H). 
HPLC-MS (Method B): m/z = 465 (M+1); Rt = 4.14 min. 

Example 125 (General procedure (H1)) 
[(2-{3-[2-(2,3-Dimethoxyphenoxy)-5-fluorophenynure^^ 
10 acid 



1 H NMR (DMSO): 6 12.67 (br, 1H), 11.36 (s, 1H) t 9.24 (s 1H), 8.08 (dd,1H), 7.78 (s,1H), 7.10 
(t,1H), 6.95 (dd,1H), 6.79 (t. 1H), 6.72-6.67 (m, 2H), 3.93 (d, 2H), 3.84 (s, 3H), 3.67 (s, 3H). 
HPLC-MS (Method B): mlz = 491 (M+1); Rt = 3.58 min. 





F 
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Example 126 (General procedure (H)) 

(5^3-t5-FluorD-2^2-fluoro^^ethoxyphenoxy)pheny0ureidoH1.3,4]thiadiazol-2-yt)acetic add 



O 

1 H NMR (DMSO): 6 12.96 (br, 1H), 11.33 (br, 1H), 9.31 (s 1H), 8.04 (dd, 1H), 7.33 (dd,1H). 
5 7.11-7.01 (m. 2H), 6.75 (t, 1H), 6.55 (dd, 1H), 4.10 (s. 2H), 3.80 (s, 3H). 
HPLC-MS (Method B): mlz = 337 (M+1); R, = 3.47 min. 

Example 127 (General procedure (H)) 

5^3-[2-(2>Dimethoxyphenoxy)-5-fluorophenyl]ureidoH1.3,4]thiadiazole-2-cartx)xylic acid 
ethyl ester 



1 H NMR (DMSO): 6 11.91 (s. 1H), 9.26 (s 1H), 8.05 (dd, 1H). 7.10 (t,1H). 6.95 (dd.1H), 6.83 
(t, 1H), 6.75-6.67 (m, 2H), 4.40 (q, 2H), 3.84 (s, 3H), 3.66 (s, 3H), 1.35 (t, 3H). 
HPLC-MS (Method B): mlz- 463 (M+1); R, = 4.34 min. 




10 
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Example 128 (General procedure (H» 

(5-{3-[2-(2,3-Dimethoxyphenoxy)-5-fluorophenyl]ureidoH1 ,3,4Jthiadiazol-2-yl) acetic acid 
ethyl ester 



5 'H NMR (DMSO): 6 11.42 (s. 1H), 9.17 (s 1H). 8.05 (dd, 1H), 7.09 (t,1H). 6.95 (dd,1H), 6.81 
(t, 1H). 6.72 (dd. 1H), 6.67 (dd, 1H), 4.19-4.13 (m. 4H), 3.84 (s, 3H), 3.66 (s, 3H), 1.22 (t, 
3H). 

HPLC-MS (Method B): mfz = 477 (M+1); R, = 4.10 min. 

Example 129 (General procedure (H1 )) 
1 0 3-[2-(2-{3-[2-(2.3-Dimethoxyphenoxy)-5-fluorophenyl]ureido}thiazol-4- 
yl)acetylamino]propionic acid methyl ester 



(dd,1H), 6.81 (s, 1H), 6.77 (dd, 1H), 6.70 (dd,1H), 6.65 (dd, 1H), 3.84 (s, 3H). 3.66 (s, 3H), 
15 3.58 (s, 3H), 3.39 (s, 2H), 3.27 (q. 2H), 2.46 (t. 2H). 
HPLC-MS (Method B): miz = 533 (M+1 ); R, = 3.71 min. 





F 



'H NMR (DMSO): 6 11.11 (s, 1H), 9.07 (br 1H), 8.08 (dd, 1H), 7.98 (t,1H), 7.08 (d,1H), 6.94 
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Example 130 (General procedure (H1)) 

2-(2-{3-{2-(2 p 3-Dimethoxyphenoxy)-5-fluorophenynureido^ 

ylethyl)acetamide 



5 1 H NMR (DMSO):Selected data 6 11.11 (br, 1H), 9.08 (br 1H), 8.07 (dd. 1H), 7.09 (t,1H), 
6.94 (dd,1H), 6.86 (s. 1H), 6.77 (t. 1H), 6.70 (dd. 1H), 6.66 (dd. 1H). 3.84 (s. 3H). 3.66 (s, 
3H). 3.43 (s, 2H). 3.03-2.99 (m. 4H). 1.74-1.71 (m. 4H). 
HPLC-MS (Method B): mlz- 560 (M+1); R, = 2.75 min. 

Example 131 (General procedure (H1)) 
1 0 [(2-{3-[5-Fluoro-2-(2-fluoro-6-methoxyphenoxy)phenyl]ureido}thiazole-4- 
carbonyl)amino]acetic acid methyl ester 



1 H NMR (DMSO): 6 11.27 (s, 1H). 9.36 (s 1H). 8.32 (t. 1H). 8.07 (dd, 1H), 7.79 (s. 1H), 7.33 
(dd.1H). 7.11-7.02 (m, 2H), 6.75 (t. 1H). 6.55 (dd. 1H), 4.03 (d. 2H). 3.80 (s. 3H), 3.66 (s. 
15 3H). 

HPLC-MS (Method B): mlz- 493 (M+1); R, = 3.91 min. 
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Example 132 (General procedure (H1)) 

3-[2-(2-{3-{2-(2,3-Dimethoxyphenoxy)-5-fluorophenyl]ureido}thiazol-4- 
yl)acetylamino]propionic acid 




F 

5 'H NMR (DMSO): 6 12.21 (br, 1H), 11.09 (br. 1H), 9.06 (br 1H), 8.07 (dd, 1H), 7.98 (t,1H), 
7.09 (t, 1H), 6.94 (dd,1H), 6.81 (s, 1H), 6.76 (t, 1H), 6.71 (t, 1H). 6.66 (dd, 1H), 3.84 (s, 3H), 
3.66 (s, 3H), 3.39 (s. 2H), 3.24 (q, 2H). 2.38 (t, 2H). 

Example 133 (General procedure (H1» 

[(2^3^5-Fluoro-2-(2-fluoro-6-rnethoxyphenoxy)phenyl]ureido}thiazole-4- 
10 carbonyl)amino]acetic acid 




1H NMR (DMSO): S 12.74 (br, 1H), 11.23 (s, 1H), 9.31 (s 1H), 8.17 (t. 1H), 8.07 (dd. 1H), 
7.78 (s, 1H), 7.33 (dd, 1H), 7.11-7.01 (m, 2H), 6.75 (t,1H). 6.54 (dd,1H), 3.92 (d, 2H), 3.80 (s, 
3H). 
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Example 134 (General procedure (H1)) 

(R)34(2H3^5-Fluoro-2^2-fluoro^methoxyphenoxy)phenyl]ureiclo}thia2ole-4- 
carbonyl)amino]-2-hydroxy-propionic acid 




H H 

5 1 H NMR (DMSO): 6 12.62 (br, 1H), 11.32 (s, 1H), 9.23 (s 1H), 8.06 (dd. 1H), 7.79-7.76 (m, 
2H), 7.33 (dd. 1H). 7.1 1-7.02 (m, 2H), 7.06 (dd, 1H), 6.75 (t,1H). 6.54 (dd.1H), 5.62 (br, 1 H), 
4.16 (t, 1H), 3.80 (s. 3H), 3.64-3.52 (m, 1H), 3.49-3.40 (m, 1H). 
HPLC-MS (Method B): mlz= 509 (M+1); R, = 3.49 min. 

Example 135 (General procedure (H1 )) 
10 2-{(2-{3-[5-Fluoro-2-(2-fluorc^-methoxypheno^ 
hydroxy-propionic acid 




H H 

1 H NMR (DMSO): 6 12.88 (br, 1H). 11.42 (s, 1H), 9.17 (s 1H), 8.06 (dd. 1H), 7.92 (d, 1H), 
7.80 (s. 1H), 7.32 (dd, 1H). 7.11-7.01 (m, 2H), 6.75 (t,1H). 6.54 (dd,1H), 5.10 (br, 1H), 4.46 - 
15 4.43 (m, 1H),3.89(m,4H). 
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Example 136 

l^-C^dopentanerarbonyl-^methylphenyl^S-thiazol-Z-yl-urea 



H H 

T T> 

o H^y 

2-Cydopentanecarbonyl-4-methylaniline (10.2 g) is prepared from p-toluidine (10.7 
5 g, 0.1 mol) and cyclopentanecarbonitrile (9.5 g, 0.1 mol) following the general procedure I. 
1-(2-Cyclopentanecartx>nyl-^methyl-phenyl)-3-thiazol-2-yl-urea (132 mg) is prepared from 2- 
cydopentanecarbonyl-4-methylaniline (102 mg, 0.5 mmol) and 2-aminothiazole (0.060 g, 0.6 
mmol) following the general procedure D. 
LC-MS (m/z): 330 (M+1)* 
10 M NMR (400 MHz, CDCI 3 ): 6 1.69 (m, 2H), 1.91 (m, 2H), 2.37 (s, 3H), 3.76 (m f 1H), 6.89 (d, 
1H), 7.35 (d, 1H) ? 7.71 (s, 2H), 8.42 (d, 1H), 11.57 (br, 1H) ppm. 

Example 137 

1-(2-lsobutyryl-4-methylphenyl)-3-thiazol-2-vi-urea 




15 2-lsopropylcarbonyl-4-methylaniline (7.0 g) is prepared from p-toluidine (10.7 g, 0.1 

mol) and isobutyronitrile (6.9 g, 0.1 mol) following the general procedure 1. 1-(2-lsobutyryl-4- 
methy!phenyl)-3-thiazol-2-yl-urea (113 mg) is prepared from 2-isopropylcarbonyl-4- 
methylaniline (88 mg, 0.5 mmol) and 2-aminothiazole (0.060 g, 0.6 mmol) following the 
general procedure D. 

20 LC-MS (m/z): 304 (M+1 )* 

1 H NMR (400 MHz, CDCI 3 ): 6 1.97 (d, 6H), 2.37 (s, 3H), 3.72 (m, 1H), 6.90 (d, 1H), 7.36 (d, 
1H), 7.69 (s, 2H), 8.44 (s, 1H),11.51 (br, 1H), 11.72 (br, 1H) ppm. 
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Example 138 

H5-Fluoro-2-(3-methylbutyryl)phenyll-3-thiazol-2-yl-urea 

H 3 C ^^ CH 3 




2-[(2-Methy!)-propylcarbonyl]-5-fluoroani!ine (6.82 g) is prepared from m-fluoro 



5 aniline (1 1 .1 g, 0.1 mol) and 3-methylbutyronitrile (8.3 g, 0.1 mol) following the general 

procedure 1. 1-[5-Fluoix>-2-(3^ethyM>utyrylV^^ (128 mg) is prepared 

from 2-[(2-methyl)-propylcarbonyl]-5-fIuoroaniline (97 mg, 0.5 mmol) and 2-aminothiazole 
(0.060 g, 0.6 mmol) following the general procedure D. 
LOMS (m/z): 322 (M+1f 
10 1 H NMR (400 MHz, CDCI 3 ): 6 0.99 (d, 6H), 2.23 (m, 1H), 2.83 (d, 2H), 6.75 (m, 1H), 6.93 (d, 
1H) t 7.62 (d, 1H), 7.92 (dd, 1H), 8.43 (dd, 1 H), 11.60 (br, 1H), 12.04 (br, 1H) ppm. 

Example 139 

1-[5-MethyI-2-(3-methylbutyryl)phenyl]-3-thiazol-2-yl-urea 
H 3 C^CH 3 



g, 0.1 mol) and isobutyronitrile (8.3 g, 0.1 mol) following the general procedure 1. 1-[5-Methyl- 
2-(3-methylbutyryl)phenyl]-3-thiazol-2-yl-urea (114 mg) is prepared from 2-[2- 
methylpropylcarbonyl]-5-methylaniline (95 mg, 0.5 mmol) and 2-aminothiazole (0.060 g, 0.6 
mmol) following the general procedure D. 
20 LC-MS(m/z):318(M+1) + 
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1 H NMR (400 MHz, CDCI 3 ): 6 0.98 (d, 6H), 2.31 (m, 1H), 2.37 (s f 3H), 2.44 (d, 2H), 6.91 (m, 
1H), 7.27 (m, 1H), 7.51 (d, 1H), 7.68 (dd, 1H), 8.45 (d, 1H), 11.58 (br, 1H), 11.60 (br, 1H) 
ppm. 



Example 140 

5 [3-<^dopentanecarbonyl-4-(3-thiazol-2-yl-ureido)phenyl]acetjc acid ethyl ester 




(4-Amino-3-cyclopentanecarbonylphenyl)acetic acid ethyl ester (2.7 g) is prepared 
from (4-aminophenyl)acetic acid ethyl ester (18.0 g, 0.1 mol) and cyclopentanecarbonitrile 
(9.5 g, 0.1 mol) following the general procedure I. [3-Cyclopentanecarbonyl-4-(3-thiazol-2-yl- 

10 ureido)phenyi]acetic add ethyl ester (140 mg) is prepared from (4-amino-3-cydopentane- 
carbonylphenyl)acetic add ethyl ester (138 mg, 0.5 mmol) and 2-aminothiazole (0.060 g, 0.6 
mmol) following the general procedure D. 
LC-MS {m/z): 402 (M+1)* 

NMR (400 MHz, CDCI 3 ): 6 1.12 (t, 3H), 1.73 (m, 2H). 1.82 (m, 2H), 3.27 (m, 1H), 3.62 (s, 

15 2H), 4.15 (q, 2H), 6.89 (d, 1H), 7.44 (dd, 1H), 7.62 (d, 1H), 7.86 (s, 1H), 8.51 (s, 1H), 11.62 
(br, 1 H) ppm. 



Example 141 

[3-Cydopentanecarbonyl-4-(3-thiazol-2-yl-ureido)phenyl]acetic acid 




20 [3-Cyclopentanecarbonyl-4-(3-thiazol-2-yl-ureido)phenyl]acetic add (1 68 mg) is 

prepared from [3-cyclopentanecarbonyl-4-(3-thiazol-2-yl-ureido)phenyI]acetic acid ethyl ester 
(201 mg, 0.5 mmol) following the general procedure J. 
LC-MS (m/z): 374 (M+1)* 
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1 H NMR (400 MHz, DMSO-d e ): 6 1.66 (m, 2H), 1.96 (m, 2H), 3.71 (s, 2H), 3.92 (m, 1H) f 7.05 
(d, 1H), 7.38 (d, 1H), 7.56 (dd, 1H). 8.08 (s, 1H), 8.55 (s, 1H), 11.26 (br, 1H) ppm. 

Example 142 

2-[3-Cydopentanecarbonyl^(3-thiazol-2-yl^reido)phenyl]-N-methylac^ 



2-[3-CyclopentanecarbonyM-(34hiazol-2-yl-ureido)-ph^^^ 
(154 mg) is prepared from [3-cyclopentanecarbonyl-4-(3-thiazol-2-yl-ureido)phenyl]acetic 
acid (186 mg, 0.5 mmol) and 1 M solution of methylamine in THF (0.5 ml, 0.5 mmol) 
following the general procedure K. 



10 LC-MS(m/z):387(M+ir 

1 H NMR (400 MHz, CDCIa/DMSO-de): 6 1.51 (m, 2H), 1.73 (m, 2H), 2.58 (s, 3H), 3.36 (s, 
2H), 3.59 (m, 1H), 6.67 (m, 1H), 7.21 (m, 2H), 7.71 (s, 1H), 8.26 (bs, 1H), 10.95 (br, 1H) 



Example 143 

1 5 {2-[3-(2-tydopentanecaitonyM-meth^ acid ethyl ester 



{2-[3-(2-C^clopentanerarbonyM-methyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid 
ethyl ester (154 mg) is prepared from (2-amino-5-methylphenyl)(cyclopentyl)methanone 
(102 mg, 0.5 mmol) and ethyl-2-amino-4-thiazolyl acetate (93 mg, 0.5 mmol) following the 
20 general procedure D. 



5 




ppm. 
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LC~MS(/rtfz):416(M+1f 

1 H NMR (400 MHz, CDCI 3 ): 6 1.23 (t, 3H), 1.67 (m f 2H), 1.87 (m, 2H), 2.34 (s, 3H), 3.70 (s f 
2H), 4.18 (m t 3H), 6.68 (s, 1H), 7.25 (s, 2H), 7.32 (d, 1H), 7.67 (s, 1H) t 8.45 (s, 1H), 9.75 (br, 
1H), 11.51 (br,1H) ppm. 

5 Example 144 

{2-[3^2-Cyclopentanerarbony^ acid 




{2^3-(2-Cydopentanecartx)nyl^methylphenyI^ acid (198 

mg) is prepared from {2-[3-(2^dopentaneraitonyl^methyIphenyl)-ureido]-thiazol-4-yl}- 
1 0 acetic acid ethyl ester (208 mg, 0.5 mmol) following the general procedure J. 
LC-MS (m/z): 388 (M+1f 

1 H NMR (400 MHz,DMSO-d 6 ): 6 1.73 (m. 2H), 1.86 (m f 2H), 2.32 (s, 3H), 3.55 (s, 2H), 3.86 
(m 1H), 6.84 (s, 1H), 7.36 (d, 1H), 7.84 (d, 1H), 8.15 (d, 1H), 10.62 (br, 1H), 11.92 (br, 1H), 
12.24 (br, 1H) ppm. 

15 Example 145 

{3-Cyclopentanecarbonyl^3-(4^thoxycarbonyl^^ acid 
ethyl ester 
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{3-Cydopentanecarlx>nyl^ 
acetic acid ethyl ester (205 mg) is prepared from (4-amino-3-cyclopentanecarbonyl- 
phenyl)acetic acid ethyl ester (138 mg, 0.5 mmol) and ethyl-2-amino4-thiazolyl acetate (93 
mg, 0.5 mmol) following the general procedure D. 
5 LC-MS(m/z):488(M+ir 

1 H NMR (400 MHz, CDCI 3 ): 6 1.24 (t, 6H), 1.67 (m, 2H), 1.88 (m, 2H) f 2.34 (s, 3H), 3.61 (s, 
2H) f 3.71 (s, 2H), 3.73 (m. 1H), 4.17(m, 4H), 4.18 (m, 3H), 6.69 (s, 1H), 7.42 (d, 2H), 7.85 (s, 
1H), 8.53 (s, 1 H), 1 1.64 (br, 1H) ppm. 

Example 146 

1 0 1 -(2-Cydopentanecarfconyl^methyl-pheny^ 



1-(2<^ctopentanecarbonyl^methyl-phenyl)-3-(5-methanesulfonyl-thia2ol-2-yl)-ure^ 
(149 mg) is prepared from 2-cyclopentanecarbonyM-methylaniline (102 mg, 0.5 mmol) and 
5-methanesulfonyi-thiazol-2-yl-amine (106 mg, 0.6 mmol) following the general procedure D. 
1 5 LOMS (m/z): 408 (M+1 f 

1 H NMR (400 MHz, CDCI 3 ): 6 1.65-1.77 (m, 4H), 1.88-1.97 (m, 4H), 2.40 (s, 3H), 3.21 (s, 
3H), 3. 81 (p,1H), 7.41 (dd, 1H), 7.78 (s, 1H), 8.31 (d, 1H), 8.43 (d, 1H), 11.57 (br, 1H), 11.95 
(br, 1H) ppm. 

Example 147 

20 2-[3-(2-CtyclopentanecarbonyM-methyfc^ acid ethyl ester 
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2-[3-(2-Cydopentanecarbonyl^ acid 
ethyl ester (3.6 g) is prepared from 2-cydopentanecarbonyl-4-methyl aniline (2.04 g, 10 
mmol) and ethyl-2-amino-4-thiazole acetate (1.72 g f 10 mmol) following the general 
procedure D. 
5 LC-MS(m/z):402(M+1f 

1 H NMR (400 MHz, CDCI 3 ): 6 1 .35 (t, 3H), 1 .62-1 .78 (m, 4H), 1 .83-1 .96 (m, 4H). 2.37 (s f 3H), 
3.74 (p. 1 H), 4.33 (q, 2H), 7.36 (d, 1 H), 7.72 (s, 1 H), 7.81 (s, 1 H), 8.44 (d, 1 H), 9.25 (br, 1 H), 
11.84 (br, 1H) ppm. 



Example 148 

1 0 2-[3-(2-CydopentanecartK>nyl^methylphenyl^ acid 




2-[3-(2-Cydopentanerart>onyl-4^eth^ add 
(3.2 g) is prepared from 2-[3-(2-cydopentanecartx)nyl-^methyl-phenyl)-ureido]-thia2ole-4- 
carboxylic acid ethyl ester (3.6 g, 8.95 mmol) following the general procedure J. 
15 LC-MS(m£):374(M+1)* 

1 H NMR (400 MHz, DMSO-d 6 ): 6 1.58 (m, 4H), 1.73 (m, 4H), 2.29 (s, 3H), 3.72 (m, 1H), 7.13 
(s, 1H), 7.28 (d, 1H), 7.63 (d, 1H), 7.72 (br, 1H), 7.94 (s, 1H), 8.22 (br, 1H) f 10.92 (br, 1H) 
ppm. 
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Example 149 

2^3-(2-Cyclopentanecarbonyl^me^^ 




2-[3-(2-tydopentanecarbonyl-4^ (1 45 

5 mg) is prepared from 2-t3-(2^dopentanecarbonyl-4-methylphenyl)-ureido]-thia2oIe-4- 
carboxylic acid (187 mg, 0.5 mmol) following the general procedure K. 
LC-MS (m/z): 373 (M+1f 

1 H NMR (400 MHz, DMSO-d 6 ): 6 1.61 (m, 4H), 1.73 (m, 2H), 1.88 (m, 2H), 2.32 (s, 3H), 3.86 
(m, 1H), 7.38 (d, 1H), 7.56 (s, 1H), 7.68 (s, 1H), 7.84 (s, 1 H), 7.93 (s, 1H), 8.14 (d, 1H), 
1 0 1 0.73 (br, 1 H), 1 1 .86 (br t 1 H) ppm. 

Example 150 

2^243-(2-Cydopentanecarbonyl^methylphen 




NH 2 



2^2-[3-(2-CydopentanecarbonyM-methylphenyl)-ur^ 
1 5 (325 mg) is prepared from 2-[3-(2-cydopentanecarbonyl-4-methylphenyl)-ureido]-thiazol-4-yI 
acetic add (386 mg, 1.0 mmol) following the general procedure K. 
LC-MS (m/z): 387 (M+1f 

1 H NMR (400 MHz, DMSO-d 8 ): 6 1.60 (m, 4H), 1.73 (m, 2H), 1.87 (m, 2H), 2.31 (s, 3H), 3.38 
(s, 2H). 3.88 (m, 1H) t 6.77 (s, 1H), 6.97 (s, 1H), 7.38 (d, 2H), 7.83 (s, 1 H), 8.15 (d. 1H), 
20 10.63 (br, 1H), 11.81 (br, 1H) ppm. 
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Example 151 

2^2^3-(2-Ctydopentanecarbonyl^^ 




N-CH 3 

2^2-[3-(2-Cydopentanecarbonyl^methylphenyi)-ureido]-thiazol^ 
5 acetamide (346 mg) is prepared from 2-[3-{2-cydopentanecarbonyl-4-methyl-phenyl)-ureido]- 
thiazol-4-yt acetic acid (386 mg, 1.0 mmol) following the general procedure K. 
LC-MS (m/z): 401 (M+1) + 

1 H NMR (400 MHz, DMSO-d 6 ): 6 1.70 (m, 4H), 1.88 (m, 2H) f 1.94 (m, 2H), 2.63 (s, 3H), 2.79 
(d, 3H), 3.62 (s, 2H), 3.77 (p, 1H), 6.65 (s, 1H), 6.77 (br, 1H), 7.35 (dd, 1H), 7.71 (s, 1H), 
10 8.43 (d, 1H), 9.15 (br, 1H), 11.70 (br, 1H) ppm. 

Example 152 

4-(2^2^3^2-Cydopentanecarbonyl^methylpte^ 
piperazinium chloride 




15 4-(242-[3-(2-Cydopentanecarbonyl^methylphenyl)-ureido]-thiazol^yl}-acetyl)-1- 
methyl-piperazine (337 mg) is prepared from 2-[3-(2-cyclopentanecarbonyW-methyl-phenyl)- 
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ureido]-thiazol-4-ylacetic acid (386 mg, 1.0 mmol) and N-methylpiperazine following the 
general procedure K. 

4-(2^2-[3^2-tydopentanecarbony!^ 
methyl-piperazinium chloride (392 mg) is prepared from 4-(2-{2-[3-(2-cydopentanecarbonyl- 
5 4-methylphenyl)-ureido]4hiazol^yl}-a(»tylV^ (386 mg, 1 .0 mmol) by 

treatment with anhydrous hydrogen chloride (5 ml, 4.0 M solution in dioxane) followed by 
collection of the solid product 
LC-MS (m/z):471 (M+1) + 

1 H NMR (400 MHz, DMSO-de): 6 1.60 (m, 4H), 172 (m, 2H), 1.87 (m, 2H), 2.32 (s, 3H), 2.47 
10 (s, 3H), 2.76 (d, 2H), 2.94 (m, 2H). 3.37 (m, 2H), 3.73 (d # 2H), 3.84 (m, 2H), 4.22 (d, 1H), 
4.44 (d, 1H), 6.83 (s, 1H), 7.36 (d, 1H), 7.82 (s, 1H), 8.11 (d, 1H), 10.63 (br, 1H), 10.82 (br, 
1H)ppm. 



Example 153 

1-[4-Methyl-2-(2-methylpropoxy)phenyO-3-thiazol-2-yl-urea 



15 




3-(2-MethylpropoxyH-nitrotoluene (0.78 g) Is prepared from 2-methylpropanol (0.46 
ml, 5.0 mmol) and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the general procedure 
G. This is reduced to afford 4-methyl-2-(2-methylpropoxy)aniline (0.47 g) following general 
procedure C. N-[4-Methyl-2-(2-methylpropoxy)phenyl]-N , -(thiazol-2-yl)urea (210 mg) is 
20 prepared from 4-methyl-2«(2-methylpropoxy)aniline (179 mg, 1.0 mmol) and 2-aminothiazole 
(100 mg, 1.0 mmol) following the general procedure D. 
LC-MS (mfr): 306 (M+1) + 

1 H NMR (400 MHz, CDCI 3 ): 6 1.01 (d, 6H), 2.16 (m, 1H), 2.32 (s, 3H), 3.78 (d, 2H), 6.70 (s, 
1H), 6.75 (d, 1H), 6.86 (d, 1H), 7.40 (d, 1H), 8.07 (d, 1H), 9.30 (br, 1H), 10.72 (br, 1H) ppm. 
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Example 154 

{2^3-(4-Methyl-2-[2-methylpropoxy]phenyl^ acid 




OH 



{2-[3-(4-Methy^2-[2-methyprop^ acid ethyl 

5 ester (485 mg) is prepared from 4nnnethyl-2-(2-methylpropoxy)aniline (360 mg, 2.0 mmol) 
and ethyl 2-amino-4-thiazolylacetate (372 mg, 2.0 mmol) following the general procedure D. 
Hydrolysis of this ester following general procedure J gave {2-[3-(4-methyl-2-[2- 
methylpropoxy]phenyl)-ureido]-thiazol-4-yl}-acetic acid (400 mg). 
LOMS(m/z):464(M+1f 
10 1 H NMR (400 MHz, DMSO-d 6 ): 6 1.01 (d, 6H), 2.07 (m, 1H) f 2.23 (s, 3H), 3.53 (s, 2H), 3.77 
(d, 2H), 6.67 (d, 1H) t 6.81 (s, 2H), 7.91 (d, 1H), 8.01 (br, 1H), 11.45 (br, 1H), 12.35 (br, 1H) 
ppm. 

Example 155 

{2-[3-(4-Methyl-2-[2-methylpix>poxy]phenyl)-u^ 



15 




{2-[3-(4-Methyl-2-t2-methylpix>poxyJphenyl)-ureidol-thiazol-4-yl}-N-methyl-acetamide 
(150 mg) is prepared from {2-[3-(4-methyl-2-[2-methylpropoxy]phenyl>-ureido]-thiazol-4-yl}- 
acetic acid (182 mg f 0.5 mmol) following the general procedure K. 
LC-MS (m/z): 477 (M+1)* 
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1 H NMR (400 MHz, DMSO-d 8 ): 6 1.00 (d, 6H), 2.06 (m, 1H), 2.19 (s, 3H), 2.48 (s, 3H), 3.40 
(s, 2H) ( 3.68 (d, 2H), 6.54 (s, 1H), 6.59 (d, 2H) f 7.40 (br, 1H), 7.91 (d, 1H), 8.08 (br, 1H), 
11.27 (br,1H)ppm. 



5 EXAMPLE 157 

1-(2-Cydopentanecart>onyl-4-methyl-phenyl)-3-(4-mett^^ 




1-(2-Cydopentanecarbonyl-4-methyl-phenyl)-3-(4-^^ (66 mg, 

77%) was prepared from (2-amino-5-methyl-phenyl)-cyclopentyl-methanone (51 mg, 0.25 
1 0 mmol) following the general procedure D. 

LC-MS (m/z): 344 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): S 1.60-175 (m, 4H), 1.80-194 
(m, 4H), 2.32 (s, 3H), 2.36 (s f 3H), 3.73 (p, 1H), 6.44 (s, 1H), 7.28 (d, 1H), 7.35 (d, 1H), 7.67 
(s, 1H), 8.44 (br, 1H) f and 11.66 (br, 1H). 

15 Example 158 

1-(2-Cydopentanecarbonyl-4-methyl-phenyl)-3-(4-meth^ 




1-(2-Cydopentanerarbonyl-4-methyl-phenyl)-3-(4-methoxymethyl-thiazol-2-yl)-urea 
(64 mg, 69%) was prepared from (2-amino-5-methyl-phenyl)-cydopentyl-methanone (50 mg, 
20 0.25 mmol) and 4-methoxymethyl-thiazol-2-ylamine (54 mg, 0.375 mmol) following the 
general procedure D to give title compound. 
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LC-MS (m/z): 373 (M+1f; 1 H NMR (400 MHz, CDCI3): 5 1.70 (m, 4H), 1.88 (m, 4H), 
2.36 (s, 3H), 3.41 (s f 2H), 3.72 (m, 1H), 4.44 (s, 3H) f 6.78 (dd, 1H), 7.32 (d, 1H), 7.70 (s, 1H), 
8.42 (d, 1H), 10.52 (bi\ 1H), and 11 .64 (br, 1H). 

Example 159 

H2-Cyclopentanecarbonyl^met^ 



To 1 -(2-cyclopentanecarbony W-methyl-phenyl)-3-[4-hydroxymethyl-thia20l-2-yl]- 
urea (1 .8 g, 5 mmol) in CH 2 CI 2 (40 mL) at 0 °C was added EfeN (2.88 mL, 20 mmol), 
dimethyl sulfoxide (10 mL) followed by sulfur trioxide-pyridine (2.38 g, 15.0 mmol). The 
reaction mixture was stirred for 1 h and then poured into water (30 mL). The mixture was 
extracted with CH 2 Cl 2 and the organic layers was washed with 1.0 N ammonium chloride 
(2 x 20 mL), water (2 x 20 mL), brine (1 x 20 mL), dried (Na 2 S0 4 ) and concentrated to give 
a solid. The solid was purified by column chromatography (silica, Hexanes/ EtOAc, 20- 
50%) to obtain 1-(2^clopentanecaitonyl^methyl-phenyl)-3-(4-formyl-thiazol-2-yl)-urea 
(1 .59 g, 86%) as a white solid. 

LC-MS (m/z): 358 (M+1f ; 'H NMR (400 MHz, DMSO-d 0 ): 8 1.64 (m, 4H), 1.74 (m, 
2H), 1.90 (m, 2H), 2.35 (s, 3H), 3.89 (p, 1H), 7.41 (d, 1H), 7.88 (s, 1H), 8.17 (d, 1H), 8.24 (s, 
1H), 9.76 (s, 1H), 10.75 (s, 1H), and 12.20 (br, 1H). 

Example 160 

1-(2-CyclopentanerarbonyM-methyl-phenyl^ 
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HO 



H2-tydopentanecarbonyM~m^ 
(2.66 g t 92%) was prepared from acetic acid 2^3^2^dopentanerarbonyl-4-methyl-phenyl)- 
ureido]-thiazoI-4-ylmethyl ester (3.2 g, 8.0 mmol) following the general procedure J to give 
5 title compound. 

LC-MS (m/z): 360 (M+1f ; 1 H NMR (400 MHz, DMSO-d 6 ): 6 1.75 (m, 4H), 1.89 (m, 
4H), 2.34 (s, 3H), 3.88 (m, 1H), 4.43 (d, 2H), 5.20 (t, 1H) ( 6.82 (s, 1H), 7.39 (d, 1H), 7.85 (s f 
1H), 8.18 (d, 1H) f 10.66 (br, 1H), and 11.72 (br, 1H). 

10 Example 161 

1 -(4^hloromethyl-thiazoh2-yl)-3-(^^ 




1-(4-Chloromethyl4hiazol-2-yl)-3-(2-cydopentanecarbonyM-methyl-phenyl)-urea 
(2.16 g, 57.1%) was prepared from (2-amino-5-methyl-phenyl)-cyclopentyl-methanone (2.03 
15 g, 10.0 mmol) and 4-chloromethyI-thiazol-2-ylamine (1.72 g t 10.0 mmol) following the general 
procedure D. 

LC-MS (m/z): 378 (M+1)*, 1 H NMR (400 MHz, CDCI 3 ): 5 1.68 (rn, 4H), 1.88 (m, 4H), 
2.36 (s, 3H), 3.76 (m, 1H), 4.52 (s, 2H), 6.88 (s, 1H), 7.34 (d, 1H), 7.73 (s, 1H), 8.42 (d, 1H), 
11.36 (br,1H), and 11.75 (br, 1H). 

20 

Example 162 

1 -(4-Aminomethyl-thiazol-2-yl^ 
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25 




To a solution of thiourea (7.6 g, 100 mmol) in methanol (150 mL) was added 1 ,3- 
dicholoroacetone (12.7 g, 100 mmol) and the reaction mixture stirred at rt. for 3-4 hours. The 
mixture was concentrated in vacuo to give the crude product as hydrochloride salt This salt 
5 was then washed with Et 2 0 (3 x 200 mL) and concentrated in vacuo to afford 4-chloromethyl- 
thiazol-2-ylamine in 95-100% yield. 

To a solution of 4-c^loromethyl-thiazo!-2-ylamine (7.45 g, 50.0 mmol) in 
dioxaneiwater mixture (8:2) was added sodium azide (4.87 g, 75.0 mmol) and the reaction 
mixture was refluxed for 2-3 h. The mixture was concentrated in vacuo to remove all dioxane 
10 and the residue was dissolved in EtOAc (200 mL). The organic layer was washed with water 
(2 x 200 mL), brine (2 x 200 mL), dried over (Na2S0 4 ) and concentrated in vacuo to give 4- 
azidomethyl-thiazoI-2-ylamine in 70-90% yield. 

(4-Azidomethyl-thiazol-2-ylamine) was subjected to urea formation by following 
general procedure D to give the desired urea (1-(4-azidomethyl-thiazol-2-yl)-3-(2- 
1 5 cyclopentanecarbonyl-4-methyl-phenyl)-urea) in 65-85% yield. 

To a solution of (1-(4-azidomethyl-thiazol-2-yl)-3-(2-cyclopentanecarbonyl-4-methyl- 
pheny!)-urea) (7.7 g, 20 mmol) in EtOH (100 mL) was added catalytic amount of palladium 
on charcoal (200 mg) and the reaction mixture was hydrogenated (1 atmos) for 3-4 hours to 
give 1-(4-aminome%l-thiazol-2-yl)-3-(2-^ This 
20 crude product was then purified by flash column chromatography with DCM:EtOAc (80:20 to 
50:50) as eluent to give the desired amine (5.7 g, 80%). 

LC-MS (m/z): 359 (M+1f ; 'H NMR (400 MHz, CDCI 3 ): 5 1.48 (m, 2H), 1.64 (m t 4H), 
1.82 (m, 2H), 2.30 (s, 3H), 3.46 (d, 2H), 3.54 (p, 1H), 3.76 (t, 2H), 6.84 (s, 1H), 7.07 (s, 1H), 
7.76 (d, 1H), 8.32 (d, 1H), 9.64 (br, 1H), and 11.18 (br, 1H). 



Example 163 

1-(2-CycIopentanecarbonyl-4-methyl-phenyl)-3-(4-dimethylaminomethyl-thiazoI-2- 

yl)-urea 
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H2-tydopentanerarbonyI^m 
urea (79 mg, 82%) was prepared from 2-[3^2-1-(2<ydopentanecarbonyM-methyl-phenyl)- 
3^4-fomiyl-thiazol-2-yl)-urea (89 mg, 0.25 mmol) and (30 mg, 0.3 mmol) and dimethylamine 
(0.1 mL, 2.0 M. solution in THF) following the general procedure O to give title compound. 

LC-MS (m/z): 387 (M+1f; 1 H NMR (400 MHz, CDCI 3 ): 5 1.62-1.72 (m f 4H) f 1.78-1.88 
(m, 4H), 2.23 (s, 6H) f 2.34 (s. 3H), 3.53 (s, 2H), 3.70 (p. 1H) f 6.64 (s, 1H), 7.30 (d, 1H), 7.64 
(s, 1H), 8.32 (d, 1H), 10.25 (br, 1H), and 11.35 (br f 1H). 

Example 164 

N^2-[3-(2-tydopentanecart>onyl^ 
acetamide 
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N-{2-[3-(2-Cyclopentanecarbonyl-4-meth^ 
acetamide (88 mg, 88%) was prepared from 1-(4-aminomethyl-thiazol-2-yl)-3-(2- 
cyclopentanecarbonyl-4-methyl-phenyl)-urea (90 mg, 0.25 mmol) and acetyl chloride (0.O2 
mL, 0.25 mmol) following the general procedure T. 

LC-MS {m/z): 401 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 1.56 (m, 4H), 1.72 (m, 2H), 
1.78 (m, 2H), 2.22 (s, 3H), 2.82 (s, 3H), 3.18 (t, 1H), 3.64 (m, 1H), 4.07 (s r 2H), 6.55 (s, 1 H), 
7.22 (d, 1H), 7.53 (s, 1H), 8.18 (d, 1H), 10.18 (br, 1H), and 1 1.58 (br, 1H). 

Example 165 

H4^2-(tert-ButylKJimethyl-silany^^ 
4-methyl-phenyl)-urea 



1-{4-[2-(tert-Butyl-dimethyl-silanyto 
4-methyl-phenyl)-urea (425 mg, 87%) was prepared from (2-amino-5-methyl-phenyl)- 
cyclopentyl-methanone (203 mg, 1.00 mmol) and 4-[2-(tert-butyl-dimethyl-silanyloxy)-ethyl]- 
thiazol-2-ylamine (310 mg, 1.20 mmol) following the general procedure D. 

LC-MS (m/z): 488 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 8 0.10 (s, 9H), 0.85 (s, 6H), 
1.70-1.78 (m, 4H), 1 .82-194 (m, 4H), 2.35 (s, 3H), 2.84 (t, 2H), 3.73 (p, 1H), 3.87 (t, 2H), 6.52 
(s, 1 H), 6.60 (d, 1 H), 7.32 (d, 1 H), 7.72 (s, 1 H), 8.48 (br, 1 H), 1 1 .68 (br, 1 H). 




O 




Example 166 

Acetic acid 2-[3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-ylmethyl 

ester 
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Acetic add 2-[3-(2Kydopentanerarbonyl^methyl-phenyl)-ureido]4hiazoM-ylmeth^ 
ester (3.66 g, 91%) was prepared from (2-amino-5-methyl-phenyl)-cydopentyl-methanone 
(2.03 g f 10.0 mmol) and acetic add 2-amino-thiazol-4-ylmethyl ester (2.05 g, 12.0 mmol) 
5 following the general procedure D. 

LC-MS (m/z): 402 (M+1f; 1 H NMR (400 MHz, CDCI 3 ): 8 1.70 (m, 4H), 1.86 (m, 4H) r 
2.10 (s, 3H), 2.37 (s, 3H), 3.75 (m, 1H). 5.09 (s, 2H), 6.87 (s, 1H), 7.35 (d, 1H), 7.71 (s, 1H), 
8.45 (d, 1H), 9.20 (br t 1H), and 11.75 (br, 1H). 

10 Example 167 



1-(2-Cydopentanecarbonyl-4-methyl-phenyl)-1-methyl-3-thiazol-2-yl-urea (287 mg. 
83%) was prepared from cydopentyl-(5-methyl-2-methylamino-phenyl)-methanone (217 mg, 
15 1.00 mmol) following the general procedure D. 

LC-MS (m/z): 344 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 8 1.72 (m, 4H), 1.88 (m, 4H) t 
2.37 (s, 3H), 3.42 (s, 3H), 3.84 (p, 1H), 6.85 (d, 1H), 6.94 (d, 1H), 7.17 (d, 1H), 7.43 (d, 1H), 
7.46 (s. 1H), and 9.62 (br, 1H). 



1 -(2-Cydopentanecarbonyl-4-methyl-phenyl)-1 -methyl-3-thiazol-2-yl-urea 
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EXAMPLE 168 

1 -(5-Ch!oro-thiazol-2-yl)-^ 




1-(5-Chloro-thiazol-2-yl)-3~(2^ctopert (109 mg, 

60 %) was prepared from (2-amino-5-methyl-phenyl)^yclopentyl-methanone (102 mg, 0.5 
mmol) and S-chloro-thiazol-2-ylamine (0.06 mg, 0.6 mmol) following the general procedure 
D. 

LC-MS (m/z): 364 (M+1f ; *H NMR (400 MHz, CDCI 3 ): 5 1.72 (m, 4H) f 1.93 (m, 4H), 
2.38 (s. 3H), 3.80 (m, 1H), 7.37 (d, 1H), 7.64 (s, 1H), 7.74 (s. 1H), 8.44 (d, 1H), 11.69 (br, 
1H). 



Example 169 

1-(5-Bromo-thiazol-2-yl)-3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-urea 




1-(5-Bromo-thiazol-2-yl)-3-(2KyclopentanerartK)nyl^methyl-phenyl}-urea (127 mg, 
62%) was prepared from (2-amino-5-methyl-phenyl)-cydopentyl-methanone (102 mg, 0.5 
mmol) and 5-bromo-thiazol-2-ylamine (108 mg, 0.6 mmol) following the general procedure D. 

LC-MS (m/z): 409 (M+1)*; 'H NMR (400 MHz, CDCI 3 ): 6 1.72 (m, 4H), 1.93 (m, 4H), 
2.38 (s, 3H), 3.78 (m, 1H), 7.38 (d, 1H), 7.66 (s, 1H), 7.74 (s, 1H), 8.44 (d, 1H), 11.67 (br, 
1H). 



Example 170 

1-(5-Bromo-thiazol-2-yl)-3-(2-cyclopentanecarbonyl-5-fluoro-phenyl)-urea 
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1-(5-Bromo-thiazoL2-yl)-3-@^ (132 mg, 

64%) was prepared from (2^mino-4-fluoro-phenyl)-cyclopentyl-methanone (104 mg, 0.5 
mmol) and 5-bromo-thiazol-2-ylamine (108 mg, 0.6 mmol) following the general procedure D. 
5 LC-MS (ntfz): 413 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 8 1.72 (m, 4H), 1.93 (m, 4H), 

2.38 (s, 3H), 3.74 (m, 1H), 6.81 (m, 1H) t 7.61 (s, 1H), 8.01 (dd, 1H), 8.42 (dd, 1H), 11.02 (br, 
1H), 12.16 (br t 1H). 

EXAMPLE 171 

1 0 2-[3-(2-Cyclopentanerarbonyl-4-methyl-phenyl)-ureido]-4-methyl-thiazol e-5- 

carboxylic acid ethyl ester 



2-[3-(2-CyclopentanecarbonyM-methyl-phenyl)-ureido]^methyl4hiazole-5-carboxyH 
acid ethyl ester (154 mg, 80 %) was prepared from (2-amino-5-methyl-phenyl)-cyclopentyl- 
1 5 methanone (102 mg, 0.5 mmol) and 2-amino-4-methyl-thiazole-5-carboxy 

lie acid ethyl ester (112 mg, 0.6 mmol) following the general procedure D. 
LC-MS (m/z): 416 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.33 (t. 3H), 1.66 (m, 4H), 
1.87 (m, 4H), 2.37 (s, 3H), 2.59 (s, 3H), 3.72 (m, 1H), 4.28 (q, 2H), 7.37 (s, 1 H), 7.70 (s, !H), 
8.48 (s, 1 H), 10.35 (br, 1H), 11.81 (br, 1H). 




20 



Example 172 
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2^3-(2^dopentanecarbonyl^me% e-5- 
carboxylic acid 




2-[3H2-CydopentanerarbonyM-me%I-phenyI)-ureido]^^ e-5- 
5 carboxylic acid (198 mg, 95 %) was prepared from 2-[3-(2-cyclopentanecarbonyM-methyl- 
phenyl)-ureidoH-methyl-thiazole-5-carboxylic add ethyl ester (208 mg, 0.5 mmol) following 
the general procedure J. 

LC-MS (m/z): 388 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 1.66 (m, 4H), 1.74 (m, 2H), 
1.94 (m, 2H), 2.61 (s, 3H), 2.65 (s, 3H) f 3.88 (m, 1H), 7.42 (d, 1 H), 7.88 (s, 1H), 8.20 (d, 1 
10 H), 10.25 (br, 1H), 12.22 (br, 2H). 

Example 173 

1-(2'-Amino-[4,4lbithiazolyL2-yl)-^ 




1 5 1 -(Z-Amino-K^lbithiazolyl^-yl)-^ 

(85 mg, 79%) was prepared from (2-Amino-5-methyl-phenyl)-cyclopentyl-methanone (51 mg, 

0.25 mmol) following the general procedure D. 

LC-MS (m/z): 428 (M+1f ; 'H NMR (400 MHz, CDCI 3 ): 8 1.25 (m, 4H), 1.73 (m, 4H), 

2.37 (s, 3H), 3.77 (p, 1H), 5.24 (br, 2H), 6.99 (s, 1H), 7.02 (s, 1H), 7.53 (dd, 1H), 7.58 (s, 
20 1H), 7.72 (s, 1H), 8.42 (br, 1H), and 11.78 (br, 1H). 



Example 174 
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2^243K2^clopentanecaifconyl^meto^ 
N-methyl-acetamide 




2^2^3^2-CydopentanecarbonyWniiethyl-phe^ 
5 N-methyl-acetamide (88 mg, 82.%) was prepared from 2-[3-(2-cyclopentanecarbonyI-4- 
methyl-phenyl)-ureido]-thizol-4-yl acetic acid (97 mg, 0.25 mmol) following the general 
procedure K. 

LC-MS (m/z): 431 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.72 (m, 4H), 1.93 (m, 4H), 
2.35 (s, 3H), 2.80 (s, 2H), 3.70 (s, 3H), 3.85 (s, 3H), 4.21 (p, 1H), 6.67 (s, 1H), 6.91 (d, 1H), 
10 7.54 (dd, 1H) f 7.70 (d, 1H), 8.40 (br, 1H), and 11.52 (br, 1H). 

Example 175 

1-(2-CydopentanecarbonyW-methyl-phenyl)-3-[4^ 
thiazol-2-yl]-urea 
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1-(2-Cydopentanecai*onyl-4-meth^^ 
thiazol-2-y!]-urea (92 mg, 80%) was prepared from 2^3-(2-cyclopentanecarbony W-methyf- 
phenyl)-ureido]-thizol-4-yl acetic acid (97 mg, 0.25 mmol) following the general procedure K. 
LC-MS (m/z): 457 (M+1)* ; 1 H NMR (400 MHz, CDCI 3 ): 8 1.64 (m, 4H), 1.82 (m, 2H), 
5 1 ,88 (m, 2H) f 2.34 (s, 3H), 2.96-3.14 (dd, 2H), 3.49 (t (2H), 3.60 (m, 4H), 3.72 (p, 1 H), 3.76 
(s, 2H), 6.60 (s, 1H), 7.33 (d, 1H), 7.67 (s, 1H), 8.42 (d, 1H), 8.70 (br, 1H), and 11.28 (br, 
1H). 



Example 176 

10 2^2-[3^2-CydopentanerarbonyI^methy^ 
piperazin-1 -yl)-acetamide 




2-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-^^ 
piperazin-1 -yl)-acetamide (105 mg, 87%) was prepared from 2-[3-(2-cyclopentanecarbonyl-4- 
1 5 methyl-phenyl)-ureidoHhizol-4-yI acetic acid (97 mg, 0.25 mmol) following the general 
procedure K. 

LC-MS (m/z): 485 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 6 1.66 (m, 4H), 1.82 (m, 2H), 
1.94 (m, 2H), 2.35 (s, 3H), 3.02 (m, 2H), 3.46 (s, 3H), 3.53 (t (2H), 3.64 (m, 4H), 3.76 (p, 1H), 
3.80 (s, 2H), 5.36 (br, 1H), 6.56 (s, 1H), 7.34 (d, 1H), 7.69 (s, 1H), 8.46 (d, 1H), 8.82 (br t 1H), 
20 and 1 1.46 (br, 1H). 



Example 177 

2-{2-[3-(2-Cyclopentanec^rbonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl}-N-(2- 
morpholin-4-yl-ethyl)-acetamide 
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2^2-[3-(2-tydopentanecarbonyl^ 
morpholin-4-yl-ethyl)-acetamide (108 mg, 86%) was prepared from 2-[3-(2- 
cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thizol-4-yl acetic acid (97 mg, 0.25 mmol) 
5 following the general procedure K. 

LC-MS (m/z): 500 (M+1) + ; "H NMR (400 MHz, CDCI 3 ): 6 1.22 (t, 2H), 1.35 (t, 4H), 
1.70 (m, 2H), 1.86 (m, 2H) t 1.94 (m, 2H), 2.32 (s, 3H), 2.88 (s, 2H), 2.96 (m, 4H), 3.22 (t, 
4H), 3.77 (p, 1H) t 5.30 (br, 1H). 6.58 (s f 1H) ( 7.34 (d, 1H), 7.90 (s, 1H), 8.38 (d, 1H), 9.14 (br f 
1H), and 11. 32 (br, 1H). 

0 

Example 178 

2-[3-(2-Cydopentanecartonyl^methyl-pte^ acid 
methylamide 
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2^3-(2<)ydopentanecarbonyl^me acid 
methylamide (77 mg t 80%) was prepared from 2-{3-(2-cyclopentanecarbonyl-4-methyl- 
phenyl)-ureido]-thizol-4-yl acetic add (97 mg, 0.25 mmol) following the general procedure K. 
LC-MS (m/z): 387 (M+1 )*; 1 H NMR (400 MHz, CDCI 3 ): 5 1 .74 (m, 4H). 1 .82 (m, 2H), 
5 1.94 <m, 2H) f 2.38 (s, 3H), 3.00 (d, 3H), 3.13 (m f 1H) f 3 .78 (p. 1H) f 6.94 (s f 1H), 7.34 (d, 1H), 
7.51 (br, 1H), 7.72 (d, 1H), 8.40 (d. 1H), and 11.88 (br, 1H). 



Example 179 

1-(2-Cydopentanecarbonyl^methyl-phen^ 

10 yl]-urea 




1-(2-CydopentanerarbonyM-methyl-phenyl)-3-[4-(mo 
yl]-urea (92 mg, 80%) was prepared from 2-[3-(2-cydopentanecarbonyl-4-methyl-phenyl)- 
ureido]-thizol-4-yl acetic acid (97 mg, 0.25 mmol) following the general procedure K. 
15 LC-MS (m/z): 443 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 6 1.70 (m, 4H), 1.90 (m, 4H), 

2.36 (s, 3H) f 3.12 (m, 2H), 3.76 (m. 4H), 3.82 (m f 1H), 6.69 (s, 1H), 7.34 (d, 1H), 7.69 (s, 1H), 
8.38 (d, 1H), 9.83 (br, 1H), and 11.86 (br, 1H). 



Example 180 

20 N-(2^2-[3-(2-Cyclopentanerarbonyl^methyl-phen^ 
methanesulfonamide 
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N-(2^3-(2-Cydopentanecaito^ 
methanesulfonamide (88 mg, 76%) was prepared from 2-[3-(2-cydopentanecarbonyl-4- 
methyl-phenyl)-ureido]-thizol-4~yl acetic add (97 mg, 0.25 mmol) following the general 
5 procedure K. 

LC-MS (m/z): 465 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 1.72 (m f 4H), 192 (m, 4H), 
2.37 (s, 3H), 3.13 (s, 3H), 3.30 (s, 2H), 3.81 (p, 1H), 4.88 (br, 1H). 6.66 (s, 1H), 7.36 (d, 1H), 
7.72 (d, 1H) f 8.46 (d, 1H) t 10.70 (br, 1H), and 11.72 (br, 1H). 



10 Example 181 

N-{2^3-(2-Cyclopentaneraifconyl^m 
methanesulfonamide 




N^2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazole-4-carbonyl}- 
1 5 methanesulfonamide (1 03 mg, 91 %) was prepared from 2-[3-(2-cyc!opentanecarbonyl-4- 
methyl-phenyl)-ureido]-thizol-4-yi acetic add (97 mg, 0.25 mmol) following the general 
procedure K. 
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LC-MS (m/z): 451 (M+1)*; *H NMR (400 MHz, CDCI 3 ): 5 1.74 (m f 4H), 1.94 (m, 4H), 
2.32 (s, 3H). 3.11 (s, 3H), 3.32 (p f 1H), 4.66 (br, 1H), 6.62 (s, 1H), 7.32 (d, 1H), 7.62 (d, 1 H), 
8.22 (br, 1H), 8.40 (d, 1H), and 11.68 (br, 1H). 

5 Example 182 

1-(2-Cydopentanecarbonyl^methyl-phenyl^ 
ureidomethyl]-thiazol-2-yt}-urea 




1-(2-Cydopentanerarbonyl-4-methyI-phenyl)-3-{^^ 
10 ureidomethyl]-thiazol-2-yI}-urea (86 mg, 73%) was prepared from 2-[3-(2- 

cyclopentanecarbonyl-4-methy!-phenyl)-ureido]-thizol-4-yl acetic acid (97 mg, 0.25 mmol) 
following the general procedure M. 

LC-MS (m/z): 473 (M+1f; 1 H NMR (400 MHz, CDCI 3 ): 8 1.40 (t, 2H), 1.72 (m, 4H), 
1.92 (m, 4H), 2.16 (s, 6H), 2.35 (s, 3H), 2.88 (m, 2H), 3.13 (s, 2H), 3.70 (p, 1H), 6.90 (s, 1H), 
15 7.36 (d, 1H), 7.67 (s, 1H), 8.20 (d, 1H), 8.44 (br, 1H), 8.92 (br, 1H), 10.26 (br, 1H), and 11.90 
(br,1H). 



20 



Example 183 

(3^2-[3-(2-Cydopentaneraitonyl^methyl-phenyl)-ureido]-thiazoM-ylmethyl^ 
ureido)-acetic acid 
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(3^2-[3^2-Cydopentanecartx>nyl-4^ 
ureido)-acetic acid (96 mg, 83%) was prepared from 2-[3-(2-cyclopentanecarbonyl-4-methyl- 
phenyl)-ureidol-thizol-4-yl acetic acid (97 mg, 0.25 mmol) and glycine methyl ester (48 mg t 
0.5 mmol) following the general procedure M followed by hydrolysis using the general 
procedure J. 

LC-MS (m/z): 460 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 1.70 (m, 4H), 1.90 (m, 4H), 
2.38 (s, 3H), 3.49 (s, 2H), 3.71 (s, 2H), 3.84 (p ( 1H) t 6.78 (s, 1H), 7.34 (d, 1H), 7.73 (s, 1H), 
8.36 (d, 1H), 8.42 (br, 1H), 8.94 (br, 1H), 9.86 (br, 1H), 10.26 (br, 1H), and 11.64 (br, 1H). 

Example 184 

{2-[3-(2-Cydopentanerarbonyl-4-methyl-phenyl)-ureidoHhia2ol-4-ylmethyl}- 
carbamic acid 2-dimethylamino-ethyl ester hydrochloride salt 




{2-[3-(2-CydopentanecarbonyM-methyl-pheny^ 
acid 2-dimethylamino-ethyl ester hydrochloride salt (103 mg, 87%) was prepared from 2-[3- 
(2-cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thizol-4-yl acetic add (97 mg, 0.25 mmol) 
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and 2-N,N-dimethylethanoi (0.05 mL, 0.5 mmol) following the general procedure M followed 
by treatment with HCI in ether. 

LC-MS (m/z): 474 (M+1)*; 1 H NMR (400 MHz, CDCI3): 5 1.42 (t, 2H), 1.74 (m, 4H), 
5 1.92 (m, 4H), 2.28 (s. 6H), 2.39 (s, 3H), 2.96 (m, 2H), 3.24 (s, 2H), 3.74 (p f 1H), 6.86 (s. 1H), 
7.34 (d, 1H), 7.72 (s ( 1H), 8.44 (d, 1H), 9.12 (br, 1H) f 10.34 (br, 1H), and 11.22 (br, 1H). 

Example 185 

N^2^3-(2-CydopentanecarbonyM-meth^ 
10 dimethylsulfamide 



N^243-(2-Cydopentanecarbonyl^methyl-phenyl)-ureido]-thiazol^ylmethyl}-N^N , - 
dimethylsulfamide (104 mg, 89%) was prepared from 1-(4-aminomethyl-thiazol-2-yl)-3-(2- 
cyclopentanecarbonyl-4-methyl-phenyl)-urea (90 mg t 0.25 mmol) and dimethylsulfamoyl 
15 chloride (0.06 mL, 0.5 mmol) following the general procedure T. 



LC-MS (m/z): 466 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.72 (m, 4H), 1.88 (m, 4H), 
2.36 (s, 3H), 2.75 (s, 6H), 3.72 (p, 1H), 4.22 (d, 2H), 6.74 (s, 1H), 7.03 (br, 1H), 7.34 (d, 1H), 
7.70 (s, 1H), 8.42 (d, 1H), 9.72 (br, 1H), and 11.66 (br, 1H). 




20 Example 186 

3-[{2-[3^2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazoM-ylmethyl}-(2- 
methoxycarbonyl-ethyl)-aminol-propionic acid methyl ester 
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3-[{2-[3-(2-CydopentanecaitonyM-methyl-phenyl)^ 
methoxycarbonyl-ethyl)-amino]-propionic acid methyl ester (1 14 mg, 86%) was prepared by 
heating 1 -(4^minome%l-thiazol-2-yl)-3-(2^ (90 
5 mg, 0.25 mmol) with methyl acrylate (0.1 mL, 1 .1 mmol) and Cs 2 C0 3 (325 mg, 1 .0 mmol) in 
THF (5 mL) at 60 °C for 2h followed by column purification [silica, DCMrethyl acetate (80:20 
to 20:80)]. 

LC-MS (m/z): 531 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.68 (m, 4H), 1.84 (m. 2H), 
2.04 (m f 2H) f 2.16 (s, 6H) t 2.36 (s f 3H) f 2.45 (t, 4H), 3.66 (m, 4H) t 3.72 (p. 1H), 4.48 (s, 2H), 
10 6.78 (s, 1H), 7.34 (d, 1H), 7.66 (s, 1H), 8.44(d, 1H), 10.54 (br, 1H), and 11.62 (br, 1H). 

Example 187 

({2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenylVureido]-thiazol-4-ylmethyl}- 
methoxycarbonylmethyl-amino)-acetic acid methyl ester 



15 
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({2^3K2<^opentaneraifconyl^ 
methoxycarbonylmethyl-amino)-acetic acid methyl ester (99 mg, 79%) was prepared by 
treating 1 -(4-aminomethyl-thiazol-2^ (90 
mg, 0.25 mmol) with methyl bromoacetate (0.04 mL, 0.5 mmol) and pyridine (0.082 mL) in 
DCM (5 mL) at 60 °C for 2h followed by column purification [silica, DCM:ethyl acetate (80:20 
to 20:80)]. 

LC-MS (m/z): 503 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 6 1.53 (m, 4H), 1.76 (m, 4H) f 
2.18 (s, 3H), 2.59-2.74, (m, 6H), 3.50 (s, 6H), 3.62 (m f 1H) f 6.69 (s, 1H), 7.18 (d, 1H), 7.54 
(s, 1H), 8.18 (d, 1H), 10.58 (br, 1H), and 11.28 (br, 1H). 

Example 188 

(CarboxymethyK2-[3-(2^dopentane 
ylmethyf}-amino)-acetic acid 



(Carboxymethyl-{2-[3K2Kyclopentanecarbonyl-4-methyl-phenyl)-ureido]-m 
ylmethyl}-amino)-acetic acid (44 mg, 88%) was prepared from ({2-[3-(2- 
cyclopentanecarbonyl^methyl-pheny^ 

amino)-acetic acid methyl ester (50 mg, 0.1 mmol) following the general procedure J. 

LC-MS (m/z): 474 (M+1)*; 'H NMR (400 MHz, CD 3 OD): 5 1.53 (m, 4H), 1.76 (m, 4H), 
2.32 (s, 3H), 2.63 (s, 2H), 2.74 (s, 4H), 3.72 (m, 1H), 6.76 (s, 1H), 7.28 (d, 1H), 7.66 (s, 1H), 
8.38 (d, 1H), 9.66 (br, 1H), 10.08 (br, 2H), and 11.46 (br, 1H). 

Example 189 

N-{243-(2-CyclopentanecarbonyW-methyl-phenyl)-ureido]-thiazol-4-ylmethyl}-2- 
dimethylamino-acetamide 
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N^2-[3^2-Cyclopentanecarbonyl^me 
dimethylamino-acetamide (86 mg, 78%) was prepared from 1-(4-aminomethyl-thiazol-2-yl)-3- 
(2-cyclopentanecarbonyl-4-methyl-phenyl)-urea (90 mg f 0.25 mmol) and N,-N-dimethyl 
5 glycine (0.30 mg, 0.30 mmol) following the general procedure K. 

LC-MS (m/z): 444 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.70 (m, 4H), 1.92 (m, 4H), 
2.30 (s, 3H) f 2.82 (s f 3H), 2.96 (s, 3H), 3.75 (s, 2H), 3.82 (m, 1H), 4.28 (d, 2H) f 6.98 (s, 1H) f 
7.38 (d, 1H), 7.67 (s, 1H), 8.02 (d, 1H), 8.44 (br, 1H), 9.22 (br, 1H), and 11.44 (br, 1H). 
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To a solution of H4-aminomethyMhia^ 
phenyl)-urea (90 mg, 0.25 mmol) in THF (10 mL) was added pyrrole-1-carboxamidine (54 
mg, 0.50 mmol) and DIEA (90 *iL). The reaction mixture was heated 60 °C for 3 h and 
concentrated. The crude product was purified by flash chromatography [silica, DCM:ethyl 
5 acetate (50:50 to 10:90)] to yield 1-(2-cyclopentanecarbonyl-4-methyl-phenyl)-3-(4- 
guanidinomethyl-thiazol-2-yl)-urea (88 mg, 88%). 

LC-MS (m/z): 401 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 8 1.50 (m, 4H), 1.72 (m, 4H), 
2.23 (s, 3H), 3.08 (q, 1H), 3.62 (p, 1H), 4.26 (br, 2H), 4.32 (t, 2H), 6.71 (s. 1H), 7.16 (d, 1H), 
7.48 (s, 1 H), 7.96 (br, 1H), 8.12 (d, 1H), 8.70 (br, 1H), and 10.92 (br, 1H). 

0 

Example 191 

1-(2-Cydopentanecarbonyl^me%l-^ 
imidazolidin-1-y!methyl)-thiazol-2-yl]-urea 




1 5 1 -(2-Cyclopentanecartx>nyM-me^ 

imidazolidin-1 -ylmethyl)-thiazol-2-yl]-urea (78 mg, 69%) was prepared from 1-(4- 
aminomethyl4hiazol-2-yl)-3^2^dopentanecarbonyl-4«methyl-phenyl)-urea (358 mg, 1.0 
mmol) and t-Boc-L-alanine (100 mg, 0.80 mmol) following the general procedure U. 

LC-MS (m/z): 456 (M+1f; 1 H NMR (400 MHz, CDCI 3 ): 8 1.43 (d, 3H), 1.64 (m, 4H), 

20 1.88 (m, 4H), 2.35 (s, 3H), 3.56 (q, 1H), 3.74 (p, 1H), 4.73 (s, 2H), 5.52 (br, 1H), 6.84 (s, 1H), 
7.32 (d, 1H), 7.68 (s, 1H), 8.40 (d, 1H), 9.84 (br, 1H), and 11.44 (br, 1H). 



Example 192 

1^(4-{[Bis-(3H-imidazol^ylmethyl)-amino]-methyl}.thiazol-2-yl)-3-(2- 
25 cyclopentanecarbonyI-4-methyl-phenylVurea 
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1 -(4^Bis-(3H-imidazol^ylmethyl^ 
cyclopentanecarbonyl-4-methyl-phenyl)-urea (110 mg, 85%) was prepared from1-(4- 
aminomethyt-thiazol-2-yl)-3^2^dopentanerarto^ (90 mg, 0.25 

5 mmol) and imidazole-2-carboxyaIdehyde (48 mg, 0.50 mmol) following the general procedure 
O. 

LOMS (m/z): 519 (M+1f; 1 H NMR (400 MHz, CDCI 3 ): 6 1.58 (m, 4H), 1.84 (m, 4H), 
2.34 (s, 3H), 3.10 (s, 2H), 3.51 (s, 4H), 3.64 (p, 1H), 6.62 (s, 1H), 6.84 (s. 1H), 7.08 (s, 1H), 
7.11 (d, 1H), 7.66 (d, 1H), 7.70 (s, 1H), 7.83 (d, 1H), 8.36 (d, 1H), 8.70 (br, 2H), 9.74 (br, 1H), 
10 and 1 1.30 (br,1H). 

Example 193 

1 -(2-fyclopentanecarbonyM-met^ 
guanidinomethyl)-thiazol-2-yl]-urea 




1-(4-AminomethyMhiazol-2-yl)-3^ (90 
mg, 0.25 mmol) in DMF were added HBTU (94 mg, 0.25 mmol) and DIEA (90 \iL). The 
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reaction mixture was stirred at rt for 2 h. The reaction mixture was poured into water (30 rnL) 
and extracted with ethyl acetate (3 x 25 mL). The organic layer was washed (water, brine), 
dried (Na^C^) and concentrated in vacuo. The crude product was purified by flash 
chromatography [silica, DCM:ethyl acetate (50:50 to 10:90)] to yield 1-(2- 
5 cydopentanecaifconyl-4^ethyl^h 
thiazol-2-yQ-urea (92 mg, 81%). 

LC-MS (m/z): 457 (M+1f ; 'H NMR (400 MHz, CDCI 3 ): 8 1.66 (m, 4H), 1.82 (m, 2H). 
1.94 (m, 2H) f 2.37 (s, 3H), 2.96 (s, 12H), 3.76 (p, 1H), 4.32 (s, 2H), 6.80 (s, 1H), 7.38 (d, 1H), 
7.70(s, 1H),8.38(d, 1H), 10.54(br, 1H),and 11.58(br, 1H). 

0 

Example 194 

2-Amino-ethanesulfonic acid {2-[3-(2-cyclopentanecarbonyl-4-methyl-phenyl)- 
ureido]-thiazoI-4-ylmethyl}-amide 




1 5 2-Amino-ethanesulfonic acid {2-[3-(2-cyclopentanecartx)nyl-4-methyl-phenyl)-ureido]- 

thiazol-4-ylmethyl}-amide (104 mg, 83%) was prepared from 1-(4-aminomethyl-thiazol-2-yl)- 
3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-urea {90 mg, 0.25 mmol) and 2-(1,3-Dioxo-1,3- 
dihydro-isoindol-2-yl)-ethanesulfonyl chloride (70 mg, 0.25 mmol) following the general 
procedure T. This intermediate was deprotected by heating with excess of hydrazine (0.2 

20 mL, 1.0 M. inTHF). 

LC-MS (m/z): 466 (M+1f ; 1 H NMR (400 MHz, CD 3 OD): 5 1.68 (m, 4H) f 1.92 (m, 4H), 
2.38 (s, 3H), 3.22 (t, 2H), 3.68 (m, 2H), 3.76 (p, 1H), 4.08 (s, 2H), 4.84 (br, 1H), 5.38 (br, 2H), 
6.76 (s, 1H), 7.36 (d, 1H), 7.74 (s, 1H), 8.48 (d, 1H), 10.22 (br, 1H), and 11.36 (br, 1H). 



25 EXAMPLE 195 

N-{2-f3-(2-Cydopentaneraitonyl^methyl^henyl)-ureidoHhiazol-4-ylmethyl}-2- 
methanesulfonylamino-acetamide 
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N^2^2-Cydopentaneraibonyl^^ 
methanesulfonylamino-acetamide (103 mg, 84%) was prepared from 2-amino-N-{2-[3-(2- 
cyclopentanecarbonyl^methyf-phenyl)-ure^ (104 mg, 0.25 

mmol) and methanesulfonyl chloride (0.04 mL, 0.5 mmol) following the general procedure L 

LC-MS (m/z): 494 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 1.70 (m, 4H) f 1.88 (m, 4H), 
2.36 (s, 3H), 3.28 (t. 2H), 3.38 (s, 3H), 3.74 (p, 1H), 4.16 (d, 2H), 6.84 (s, 1H) f 6.96 (br, 1H), 
7.38 (d, 1H), 7.44 (br, 1H), 7.69 (s, 1H). 8.36 (d, 1H), 10.58 (br, 1H), and 11.28 (br, 1H). 

EXAMPLE 196 

{[({2-[3-(2-Cyclopentanecarbonyl^methyl-phenyl^ 
carbamoyl)-methyl]-amino}-acetic acid 




{[({2^3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thia2ol-4-ylmethyl}- 
carbamoyl)-methy1]-amino}-acetic acid (44 mg, 88%) was prepared from ({2-[3-(2- 
cydopentanerarbonyM-methyl-phenyl)-ureido]-thia^ 

amino)-acetic acid methyl ester (50 mg, 0.1 mmol) following the general procedure J. 
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LC-MS (m/z): 474 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 8 1.58 (m, 4H) t 1.84 (m f 4H), 
2.31 (s, 3H), 2.79 (d, 2H), 3.58 (d, 2H) 3.70 (m, 1H), 4.18 (s, 2H), 4.96 (br, 1H), 6.82 (s, 1 H) f 
7.03 (br ( 1H), 7.30 (d t 1H), 7.72 (s, 1H), 8.44 (d, 1H) ( 9.66 (br, 1H), 10.08 (br, 1H), and 11 .46 
(br, 1H). 

Example 197 

{[({2^3^2-Cydopentanecarton^ 
caitamoyl)-methyl]-amino}-acetic acid methyl ester 



{[({2-[3-(2-tyclopentanerarbontf^ 
carbamoyl)-methyQ-amino}-acetic acid methyl ester (44 mg, 88%) was prepared by treating 
2-amino-N^2-[3-(2-c^dopentanec^on 

acetamide (104 mg, 0.25 mmol) with methyl bromoacetate (0.023 mL, 0. 25 mmol) in THF (5 
mL) at 60 °C for 2h followed by column purification [silica, DCM:ethyl acetate (80:20 to 



LC-MS {m/z): 488 (M+1)*; 'H NMR (400 MHz, CDCI 3 ): 5 1.64 (m, 4H), 1.82 (m, 4H), 
2.38 (s. 3H), 2.66 (s, 2H), 2.78, (s, 2H), 3.18 (s, 2H), 3.52 (s, 3H), 3.72 (m, 1H), 6.76 (s, 1H), 
7.06 (br, 1H), 7.28 (d, 1H), 7.66 (s, 1H), 8.38 (d, 1H), 8.86 (br, 1H), 9.74 (br, 1H), and 11.46 
(br,1H). 




20:80)]. 



Example 198 

3-({2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-ylmethyl}- 
sulfamoyl)-propionic acid 
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3-({243-(2-Cydopentanecarbonyt^methyl-phenyl)-ure^^ 
sulfamoyl)-propionic acid (85 mg, 87%) was prepared from 3-({2-[3-(2-cyclopentanecarbonyl- 
4-methyl"phenyl)HireidoHhiazol^ylmethyl}-sulfamoylV acid metyl ester (101 mg, 

5 0.20 mmol) following the general procedure J. 

LC-MS {m/z): 495 (M+1f ; 1 H NMR (400 MHz, CD 3 OD): 8 1.74 (m, 4H), 1.88 (m, 4H), 
2.33 (s, 3H), 3.12 (t, 2H), 3.48 (t, 2H), 3.72 (p, 1H) ( 3.88 (d, 2H), 6.72 (s, 1H), 7.36 (d, 1H), 
7.68 (s, 1H), 8.42 (d, 1H) f 9.54 (br, 1H) f 10.88 (br, 1H), 11.12 (br, 1H), and 1 1.54 (br, 1H). 



10 Example 199 

N-{2-[3-(2-Cydopentanecarbonyl-4-methyl-phenyl^^ 
methanesulfonyl-acetamide 




N^2^3-(2<Jydopentanecarbonyl^methyl-phenyl)-ureido]-thiazol-4-ylmethyl}-2- 
15 methanesulfonyl-acetamide (103 mg, 84%) was prepared from 1-(4-aminomethyl-thiazol-2- 
yl)-3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-urea (90 mg, 0.25 mmol) and 
methanesulfonyl acetic acid (55 mg, 0.4 mmol) following the general procedure T. 
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LC-MS (m/z): 479 (M+1f ; 1 H NMR (400 MHz, CD 3 OD): 8 1.68 (m, 4H), 1.84 (m, 4H), 
2.35 (s, 3H), 2.78 (s, 2H), 3.12 (s, 3H), 3.86 (m, 1H), 4.08 (d, 2H), 6.89 (s, 1H), 7.04 (br, 1 H), 
7.37 (d, 1H), 7.80 (s, 1H), 8.24 (d, 1H), 8.52 (br, 1H), and 11.36 (br, 1H). 

Example 200 

1-{2-[3-(2-Cydopentanecarbonyl-4-methyl-p^ 
piperidine-S-3-carboxylic acid ethyl ester 



1-{2-[3-<2-Cyclopentanecarbonyl-4-methyl-phenyl)-^ 
piperidine-S-3-carboxylic acid ethyl ester (107 mg, 86%) was prepared from 2-[3-(2-1-(2- 
cydopentanecarbonyl^methyl-phenyl)-3-(4-fonTiyl-thia2o^ (89 mg, 0.25 mmol) 

and piperidine-S-3-carboxylic acid ethyl ester (40 mg, 0.25 mmol) following the general 
procedure O. 

LC-MS (m/z): 499 (M+1f; 1 H NMR (400 MHz, CDCI 3 ): 5 1.22 (t, 3H), 1.63-1.70 (m, 
6H), 1.89 (m, 4H), 2.22 (m, 1H), 2.35 (s, 3H), 2.60 (m, 2H), 2.84 (m, 2H), 3.00 (d, 2H), 3.55 
(m, 2H), 3.72 (p, 1H), 4.10 (q, 2H), 6.67 (s, 1H), 7.33 (d, 1H), 7.68 (s, 1H), 8.40 (br, 1H), 
10.50 (br, 1H), and 11.50 (br, 1H). 




Example 201 

1-{2-[3-(2-Cydopentanerarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-ylmethyl}- 
piperidine-S-3-carboxylic acid 
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H2-[3-(2-Cydopentanecarbontf^ 
piperidine-S-3-carboxylic acid (104 mg, 81%) was prepared from ^2^(2- 
cydopentanecarbonyl-4^ethyl-phenylVureido]-thiazoW-yIm 
5 acid ethyl ester (1 35 mg, 0.25 mmol) following the general procedure J. 

LC-MS {m/z): 471 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 8 1.58-1.64 (m, 4H), 1.84-1.96 
(m, 6H), 2.16 (m, 1H), 2.28 (s, 3H), 2.80 (m, 1H), 3.05 (m, 1H), 3.34-3.49 (m, 2H), 3.66 (d, 
1H), 3.93 (m, 1H). 4.34-4.50 (m t 2H), 4.70 (m, 1H), 6.83 (s, 1H), 7.36 (d, 1H), 7.60 (s, 1H), 
8.25 (d, 1 H), 9.00 (br, 1 H), 10.20 (br, 1 H), and 1 1 .36 (br, 1 H). 

0 

Example 202 

({2-[3-(2-Cydopentane<arbonyl^methy^ 
(tetrahydro-pyran-4-yl)-acetic acid methyl ester 




15 



({2-[3-(2-Cyclopentanec^rtDonyl-4-methyl-phenyl)-ureido]-thiazol-4-ylmethyl}-amino)- 
(tetrahydro-pyran-4-yl)-acetic acid methyl ester (113 mg, 88%) was prepared from 2-[3-(2-1- 
(2-cydopentanecarbonyl-4-methyl-phenyl)-3-(4-fomiyI-thiazol-2-yl)-urea (89 mg, 0.25 mmol) 



WO 2004/002481 



PCT7DK2003/000449 



and amino-(tetrahydro-pyran-4-yl)-acetic acid methyl ester (44 mg, 0.25 mmol) following the 
general procedure O. 

LC-MS (m/z): 515 (M+1)*; 'H NMR (400 MHz, CDCI 3 ): 8 1.42 (m,4H), 1.65-1.73 <m, 
4H), 1.80-193 (m, 4H), 2.35 (s. 3H), 3.14 (d f 2H), 3.32 (t, 2H), 3.64 (t, 2H). 3.72 (p, 1H), 3.78 
5 (d, 2H), 3.92 (s f 3H) f 6.24 (br, 1H), 6.64 (s, 1H) f 7.32 (d f 1H), 7.68 (s, 1H) f 8.42 (br, 1H), 9.78 
(br,1H) f and 11.50 (br, 1H). 

Example 203 

({2-[3-(2-Cydopentanerarbonyl-4-methyI-pheny^ 
1 0 (tetrahydro-pyran-4-yl)-acetic acid 



({2-[3-(2-CydopentanecarbonyM-methyl-phenyI)-ure^^ 
(tetrahydro-pyran-4-yl)-acetic acid (87 mg, 87%) was prepared from ({2-[3-(2- 
<yclopentanerart>onyl-4-methyl-phenyl)-ureido^ 
1 5 4-yf )-acetic acid methyl ester (1 28 mg, 0.25 mmol) following the general procedure J. 

LC-MS (m/z): 501 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 6 1.48 (m, 4H), 1.68-1.75 (m, 
4H), 1.82-192 (m, 4H), 2.36 (s, 3H). 3.36 (d, 2H), 3.44 (t, 2H), 3.68 (t, 2H), 3.74 (p, 1H), 3.82 
(d, 2H), 5.24 (br, 1H), 6.76 (s, 1H), 7.34 (d, 1H), 7.71 (s, 1H), 8.44 (d, 1H), 9.62 (br, 1H), 
10.38 (br, 1H), and 11.20 (br, 1H). 



Example 204 

1-(2-Cyclopentanerarbonyl-4-methyl-pheny^ 
methyl]-thiazol-2-yl}-urea 




20 
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1 -(2-tyclopentanecaifconyl^meth^ 
methyll-thiazol-2-yl}-urea (97 mg, 82%) was prepared from 2'[3-(2^-{2' 
cydopentanecarbonyl-4HTiethyli^enyl)-3-(^ (89 mg, 0.25 mmol) 

5 and 2-morpholin-4-yl-ethyIamine (35 mg, 0.25 mmol) following the general procedure O. 

LC-MS (m/z): 472 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 1.66 (m, 4H), 1.88 (m, 4H), 
2.33 (s, 3H), 2.38 (m, 2H), 2.50 (t, 2H), 2.80 (t, 2H), 3.59-3.64 (m, 6H), 3.70 p, 1H), 3.85 (m, 
2H), 5.88 (br, 1H), 6.58 (s, 1H), 7.32 (d, 1H), 7.66 (s, 1H), 8.42 (d, 1H), 10.08 (br, 1H), and 
11.28 (br,1H). 

0 

Example 205 

1-{2-CydopentanecarbonyI-4-methyl-phenyl)-3-(^ 

urea 




1 5 1 -(2-CyclopentanecarbonyM-methyl-phenyl)-3-(4-^ 

urea (83 mg, 78%) was prepared from 2-[3-(2-1-(2-cyclopentanecarbonyl-4-methyl-phenyl)- 
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3-(4-formyl-thiazol-2-yl)-urea (89 mg, 0.25 mmol) and (30 mg f 0.3 mmol) and morpholine 
(0.25 mL, 0.3 mmol) following the general procedure O. 

LC-MS (m/z): 429 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 1.62-1.80 (m, 4H). 1.80-1 .94 
(m, 4H), 2.35 (s f 3H), 2.50 (m, 4H), 3.53 (s, 2H), 3.70 (t, 4H), 3.75 (m, 1H), 6.70 (s, 1H), 7.34 
(d, 1H), 7.69 (s, 1H). 8.40 (d, 1H), 9.75 (br, 1H), and 11.58 (br t 1H). 

Example 206 

1 -(2-C^dopentanecarbonyI-4-methyl-phenyl)-3-[4-(3-oxo-piperazin-1 -ylmethyl)- 
thiazol-2-yl]-urea 



thiazol-2-yl]-urea (79 mg, 82%) was prepared from 2-[3-(2-1-(2-cyclopentanecarbonyl-4- 
methyI-phenyl)-3-(4-fomiyl-thiazol-2-yl)-urea (89 mg, 0.25 mmol) and piperazine-2-one (30 
mg, 0.30 mmol) following the general procedure O. 

LC-MS (m/z): 442 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.60-1.74 (m, 4H), 1.80-1.94 
(m, 4H). 2.35 (s, 3H), 2.67 (t, 2H), 3.30 (s, 2H), 3.38 (m, 2H), 3.58 (s, 2H), 3.73 (p, 1H), 6.66 
(s, 1H), 7.32 (d, 1H), 7.67 (s, 1H), 7.78 (br, 1H), 8.38 (d, 1H), 10.44 (br, 1H), and 11.40 (br, 
1H). 




1 -(2-Cyclopentanecartonyl-4-methyl-phenyl)-3-[4-(3-oxo-piperazin-1 -ylmethyl)- 



Example 207 

(4-{2-[3-(2-Cyclopentanerarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-ylmethyl}- 
piperazin-1-yl)-acetic acid ethyl ester 
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(4^2-[3-(2-Cydopentanecarbonyl^^ 
piperazin-1-yl)-acetic acid ethyl ester (79 mg, 82%) was prepared from 2-[3-(2-1-(2- 
cydopentanecarbonyl-4-methyl-phenyl)-3-^ (89 mg, 0.25 mmol) 

5 and piperazin-1-yl-acetic acid ethyl ester (43 mg, 0.25 mmol) following the general procedure 
O. 

LC-MS (m/z): 514 (M+1f ; 'H NMR (400 MHz, CDCI 3 ): 8 1.28 (t, 3H), 1.46-1.62 (m, 
4H), 1.66-1.86 (m, 4H), 2.35 (s, 3H), 3.28 (m, 2H), 3.42 (s, 2H), 3.40-3-64 (m, 4H), 3.83 (m, 
1H), 3.92 (s, 2H), 4.12 (m, 2H), 4.48 (s, 2H), 6.84 (s, 1H), 7.29 (d, 1H), 7.67 (s, 1H), 8.28 (d, 
10 1H), 11.14 (br, 1H), and 11.62 (br, 1H). 



Example 208 

(4-{2-[3-(2-Cyclopentanecarbonyl-4-mefo 
piperazin-1-yl)-acetic acid 




(4-{2-[3-(2-(^dopentanecarbonyl^methyl-phenyl)-ureido]-thiazoI-4-ylmethyl}- 
piperazin-1-yl)-acetic acid (40 mg, 83%) was prepared from (4-{2-[3-(2- 
cydopentaneraifconyM-methyl-pheny^ add 
ethyl ester (52 mg, 0.10 mmol) following the general procedure J. 
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LOMS (m/z): 486 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 6 1.44-1.58 (m. 4H), 1.62-1 .80 
(m, 4H), 2.22 (s, 3H), 2.98 (s, 2H), 3.18 (m, 2H), 3.62 (p, 1H), 4.02-4.18 (m, 8H), 7.00 (s, 
1H) t 7.22 (d, 1H) f 7.58 (s, 1H), 8.18 (d, 1H), 9.54 (br, 1H), 10.78 (br, 1H) t and 11.44 (br, 1H). 

Example 209 

3-(4-{2-[3-<2-Cydopentanerar^ 
piperazin-1-yl)-propionic add ethyl ester 



3-(4-{2-[3-(2-Ctydopentanecarbonyl^ 
piperazin-1-yl)-propionic acid ethyl ester (1 18 mg, 89%) was prepared from 2-[3-(2-1-(2- 
cydopentaneca*onyl-4-methyl-pheny^ (89 mg, 0.25 mmol) 

and 3-piperazin-1-yl-propionic add ethyl ester (61 mg, 0.30 mmol) following the general 
procedure O. 

LC-MS (m/z): 528 (M+1)*; 1 H NMR (400 MHz. CDCI 3 ): 5 1.24 (t, 3H), 1.44-1.64 (m, 
4H), 1.64-1.80 (m, 4H), 2.36 (s, 3H), 3.22-3.38 (m, 6H), 3.40-3-64 (m, 4H), 3.83 (m, 1H), 
3.96 (m ( 2H), 4.08 (m, 2H), 4.58 (s, 2H), 6.97 (s, 1H), 7.14 (d, 1H), 7.64 (s, 1H), 8.16 (d, 1H), 
11.04 (br,1H), and 11. 22 (br, 1H). 

Example 210 

3-(4-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phen^ 
piperazin-1-yl)-propionic acid 
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3-(4-{2-[3-{2-tydopentanecarbonyM-meto^ 
piperazin-1-yl)-propionic acid (38 mg, 76%) was prepared from 3-{4-{2-[3-(2- 
<^dopentanerarbonyl-4-methyl-phenyl)-ureido^^^^ 
5 acid ethyl ester (53 mg, 0.10 mmol) following the general procedure J. 

LC-MS (m/z): 500 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.42-1.60 (m, 4H) f 1.64-1.78 
(m, 4H), 2.26 (s, 3H), 3.38-3.44 (m, 6H), 3.48-3.66 (m f 4H) f 3.77 (m, 1H), 4.02 (m, 2H) f 4.64 
(s. 2H), 6.88 (s f 1H) f 7.30 (d, 1H) ( 7.73 (s, 1H), 8.28 (d f 1H) f 9.88 (br, 1H), 10.38 (br, 1H), 
and 11.34 (br, 1H). 

0 

Example 211 

(3-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-ylmethyl}- 
ureido)-acetic acid 
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(3^2-[3-(2-(tydopentanecaifconyl^ 
ureido)-acetic acid methyl ester (106 mg, 90%) was prepared from 2-[3-(2- 
cyclopentanecarbony!-4-methyl-phenyi)-ureido]-thizol-4-yl acetic acid (97 mg, 0.25 mmol) 
and glycine methyl ester (48 mg, 0.5 mmol) following the general procedure M. 
5 LC-MS (m/z): 460 (M+1 ) 4 ; 1 H NMR (400 MHz, CDCI 3 ): 8 1 .73 (m, 4H), 1 .88 (m, 4H), 

2.36 (s, 3H), 3.46 (s, 2H). 3.66 (s, 2H), 3.78 (p, 1H), 6.74 (s, 1H), 7.36 (d, 1H), 7.71 (s, 1H), 
8.28 (d, 1H), 8.44 (br, 1H), 8.92 (br, 1H). 9.96 (br, 1H), and 11.68 (br, 1H). 

Example 212 

10 1 -(2-Cyclopentanecarbonyl-4-methyl-phenyl)-3-[4-(2,5-dioxo-imidazolidin-1 - 

ylmethyl)-thiazol-2-yl]-urea 




1 -(2-Cydopentanec»rbonyl-4-methyl-phenyl)-3-[4-(2,5-dioxo-imidazolidin-1 - 
ylmethyl)-thiazol-2-yl]-urea (78 mg, 69%) was prepared from 1-(4-aminomethyl-thiazol-2-yl)- 
15 3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-urea (358 mg, 1.0 mmol) and t-Booglycine (90 
mg, 0.80 mmol) following the general procedure U. 

LC-MS (m/z): 442 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 1 .66 (m, 4H), 1.90 (m, 4H), 
2.38 (s, 3H), 3.43 (s, 2H), 3.76 (p, 1H), 4.24 (s, 2H), 5.48 (br, 1H), 6.78 (s, 1H), 7.34 (d, 1H), 
7.72 (s, 1H), 8.44 (d, 1H), 9.66 (br, 1H), and 11.64 (br, 1H). 

20 

Example 213 

4-({2-[3-(2-Cydopentanerarbonyl-4-methyl-phenyl>-ureido]-thiazol-4-ylmethyl}- 
sulfamoyl)-benzoic add 
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OH 



4-({2-[3^2<tydopentanecarbonyl^methyli)hen 



sulfamoyl)-benzoic acid (78 mg f 58%) was prepared from 1-(4-aminomethyl-thiazol-2-yl)-3- 
(2-cyclopentanecarbonyl-4-methyl-phenyl)-urea (90 mg, 0.25 mmol) following the general 
5 procedure T. 

LC-MS (m/z): 543 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 8 1.73 (m, 4H), 1.88 (m, 4H), 
2.33 (s, 3H), 3.68 (m, 2H), 3.74 (p, 1H), 5.88 (br, 1H), 6.82 (s, 1H) t 7.36 (d. 1H), 7.48 (d, 2H), 
7.68 (d, 2H), 7.74 (s, 1H), 8.48 (d t 1H), 9.76 (br t 1H) f 10.38 (br, 1H), and 11.44 (br, 1H). 

10 Example 214 

3-({2-[3-(2-Cydopentanerarbony^ 
sulfamoyl)-propionic acid methyl ester 



3-({2-[3-(2-CydopentanecartDonyl^-methyl-phenyI)-ureido]4hiazol-4-ylmethyl}- 
15 sulfamoylVpropionic acid metyl ester (116 mg, 91%) was prepared from 1-(4-aminomethyl- 
thiazol-2-yl)-3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-urea (90 mg, 0.25 mmol) and 3- 
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chlorosulfonyl-propionic acid methyl ester (47 mg f 0.25 mmol) following the general 
procedure T. 

LC-MS {m/z): 509 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 5 1.73 (m, 4H), 1.88 (m, 4H), 
2.33 (s, 3H), 3.04 (t, 2H), 3.42 (t, 2H), 3.74 (p, 1H), 4.06 (d ( 2H), 4.26 (s, 3H), 6.58 (s, 1H), 
7.32 (d, 1H), 7.72 (s, 1H), 8.48 (d, 1H), 9.76 (br, 1H). 10.38 (br, 1H), and 11.52 (br, 1H). 

Example 215 

{2-[3-{2-Cyclopentanecarbonyl-5-meth^ acid 
ethyl ester 



{2-[3-(2-Cydopentaneraitonyl-5-methyl-phenyl)-ureido]-thiazol^-yl}-ac^tic acid 
ethyl ester (154 mg, 80 %) was prepared from 2-amino-4 methyl-phenyl-cyclopentyl- 
methanone (102 mg, 0.5 mmol) and ethyl-2-amino-4-thiazolyl acetate (1 12 mg, 0.5 mmol) 
following the general procedure D. 

LC-MS (m/z): 416 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 8 1.26 (t, 3H), 1.69 (m, 4H), 
1.88 (m, 4H), 2.41 (s, 3H), 3.70 (s, 2H), 3.72 (m, 1H), 4.18 (m, 2H), 6.71 (s, 1H), 6.88 (d, 1 
H), 7.7.81 (d, 1H), 8.44 (s, 1 H), 9.48 (br, 1H), 11.82 (br, 1H). 




O 



Example 216 

{2-[3-(2-Cydopentanecarbonyl-5-methyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid 
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{2^3K2-Cydopentanecarbonyl-5Hm acid 
(175 mg, 90%) was prepared from {2-[3-(2^clopentanecarbonyl-5-methyl-phenyl)- 
ureido]-thiazoh4-yl}-acetic acid ethyl ester (208 mg, 0.5 mmol) following the general 
5 procedure J. 

LC-MS (m/z): 388 (M+1f ; 1 H NMR (400 MHz, DMSO-d 8 ): 5 1.74 (m, 4H), 1.87 (m, 
4H), 2.35 (s, 3H), 3.56 (s 2H), 3.84 (m, 1H), 6.85 (s, 1H), 6.96 (d, 1 H), 7.95 (d, 1H) f 8.17 (s, 
1 H), 10.96 (br, 1H), 12.22 (br, 1H), 12.40 (br, 1H). 



10 Example 217 

{243^2-Cyclopentanera*onyl-5-fluoro-pheny^ acid ethyl 

ester 




O 



{2-[3-(2-Cydopentanecarbonyl-4-fIuorol-phenyl)-ureido]-thiazol-4-yl}-acetic add 
15 ethyl ester (168 mg, 80%) was prepared from 2-amino-4-fluoro methyl-phenyl-cyclopentyl- 
methanone (103 mg, 0.5 mmol) and ethyl-2-amino-4-thiazolyl acetate(112 mg, 0.6 mmol) 
following the general procedure D. 

LC-MS (m/z): 420 (M+1) + ; 'H NMR (400 MHz, CDCI 3 ): 5 1.26 (t, 3H), 1.69 (m, 4H), 
1.88 (m, 4H), 3.67 (m, 1H), 3.72 (s, 2H), 4.18 (m, 2H), 6.68 (d, 1 H), 6.75 (m. 1H), 7.93 (t, 
20 1H), 8.44 (d, 1 H), 10.20 (br, 1H), 11.90 (br, 1H). 
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Example 218 

{243-(2<tyclopentanecarbonyl-5-fluoro-pheny^ acid 




5 



{2-[3-(2-Cydopentanerarbonyl-5-methyl-phenyl)-ureido]-thiazol-^yi}-acetic acid 



(180 mg, 92%) was prepared from {2-[3-(2-cyclopentanecarbonyl-5-methyl-phenyl)- 
ureido]-thiazol-4-yl}-acetic acid ethyl ester (209 mg v 0.5 mmol) following the general 
procedure J. 

LC-MS (m/z): 392 (M+1)*; 'H NMR (400 MHz, DMSO-d 6 ): 6 1.61 (m, 4H), 1.74 (m, 
10 2H), 1.87 (m, 2H), 3.57 (s 2H), 3.84 (m, 1H), 6.88 (s, 1H), 6.98 (t, 1 H), 8.21 (m, 2 H) f 1 1 .23 
(br,1H), 12.20 (br, 1H). 

Example 219 

{243-(4-Bromo-2-cyclopentanecarbony^^ acid 
15 ethyl ester 



O 

{2-[3-(4-Bromo-2-c^clopentanecarbonyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid 
ethyl ester (192 mg, 80 %) was prepared from 2-amino-5-bromo-phenyl-cyclopentyl- 
methanone (134 mg, 0.5 mmol) and ethyl-2-amino-4-thiazolyl acetate (112 mg, 0.6 mmol) 
20 following the general procedure D. 
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LOMS (m/z): 481 (M+1f ; 1 H NMR (400 MHz. CDCI 3 ): 6 1.27 (t, 3H) f 1.70 (m, 4H), 
1.87 (m, 4H), 3.67 (m f 1H), 3.72 (s, 2H), 4.19 (m, 2H), 6.70 (s, 1H), 7.59 (dd f 1 H), 7.99 (s, 
1H), 8.53 (br, 1 H) t 9.59 (br, 1H) t 11.56 (br. 1H). 

Example 220 

{2-[3-(4-Bromo-2-cydopentanecarbonyl-phenyl^ add 



{2-[3-(4-Bromo-2-cydopentanecarbonyl-phenyl)-ureido]-thia2ol-4-yl}-ac etic add (204 
mg, 90 %) was prepared from {2-[3-(4-bromo-2-cydopentanecarbonyl-phenyl)-ureido> 
thiazol-4-yl}-acetic add ethyl ester (240 mg, 0.5 mmol) following the general procedure J. 

LC-MS (m/z): 453 (M+1) + ; *H NMR (400 MHz, DMSO-d 8 ): 8 1.72 (m t 4H), 1.82 (m, 
4H), 3.54 (s 2H), 3.78 (m, 1H), 6.86 (s, 1H), 7.72 (br, 1 H), 8.10 (br, 1H), 8.22 (s, 1 H), 10.65 
(br, 1H) f 11.70(br, 1H), 12.40 (br, 1H). 

Example 221 

{4-[3-(5-Chloro-thiazol-2-yl)-ureido]-3-cyclopentanecarbonyl-phenyl}-acetic add 
ethyl ester 



add ethyl ester (157 mg, 72%) was prepared from ethyl (4-methylcarboxy)-2- 
cyclopentanoylaniiine (138 mg, 0.5 mmol) and 5-chloro-thiazol-2-ylamine (81 mg, 0.6 mmol) 
following the general procedure D. 




O 




{4-[3-(5-ChIoro-thiazol-2-yl)-ureido]-3-cydopentanecarbonyl-phenyl}-acetic 
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LC-MS (mfc): 436 (M+1)*; 'H NMR (400 MHz, DMSO-d 6 ): 8 0.90 (t, 3H), 1.62 (m, 2H), 
1.46 (m, 2H), 1.62 (m ( 4H), 3.73 (s, 2 H), 3.85 (m, 1H), 4.15 (q, 2H) f 7.42 (s, 1H), 7.48 (d, 
1H), 7.98 (s. 1H), 8.20 (d, 1 H) f 10.79 (br, 1 H), 12.10 (br 1H). 

Example 222 

{4-[3-(5-Chioro-thiazok2-y^ acid 




{4-[3-(5-Chloro-thiazol-2-y^^ acid (180 

mg, 88 %) was prepared from {4-[3-(5<hloro4hiazol-2-yl)-u^ 
phenyl}-acetic add ethyl ester (218 mg, 0.5 mmol) following the general procedure J. 

LC-MS (m/z): 408 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 6 1.73 (m, 4H), 1.89 (m, 
4H), 3.35 (s, 2H), 3.85 (m. 1H) f 7.42 (s, 1H), 7.47 (d, 1H), 7.96 (s, 1H), 8.20 (d f 1 H), 10.79 
(s,1 H), 12.20 (br,1H), 

Example 223 

2^4-t3-(5-Chloro-thiazol-2-yl)-ureido]-3-^clopentanecarbonyl-phenyl}-N-(2- 
methanesu!fonyl-ethyl)-acetamide 




2^4~[3-(5-ChIoro-thiazol^ 
methanesulfonyl-ethyl)-acetamide (180 mg, 70 %) was prepared from {4-[3-(5-chloro-thiazol- 
2-yl)-ureido]-3-cydopentanecarbonyl-phenyl}-aceticadd (204 mg. 0.5 mmol) and 2- 
methanesulfonyl-ethylamine (62 mg, 0.5 mmol) following the general procedure K. 
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LC-MS (/n/z): 514 (M+1f; 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.75 (m. 4H), 1.91 (m. 
4H), 2.97 (s t 3H) f 3.07 (q, 2 H), 3.23 (t, 2H), 3.42 (s, 2H) f 3.84 (m, 1H), 7.42 (s, 1H), 7.44 (d ( 
1H), 7.94 (s, 1H), 8.18 (d, 1 H), 8.35 (t, 1H) f 10.77 (s t 1 H), 12.01 (br, 1H), 

5 Example 224 

[2^3^2^clopentanerarbonyl^[£^ 
phenyl}-ureido)-thiazol«4-yI]-acetic acid ethyl ester 




[2-(3^2-Cydopentanecarbonyl^[(2- 
10 phenyl}-ureido)-thiazol-4-yll-acetic acid ethyl ester (174 mg, 65%) was prepared from 2-(4- 
amino-3-cydopentanecaifconyl-ph (176 mg, 0.5 

mmol) and (2-amino-thiazol-4-yl)-acetic acid ethyl ester (112 mg, 0.6 mmol) following the 
general procedure D. 

LC-MS (m/z): 565 (M+1f; 'H NMR (400 MHz, CDCI 3 ): 8 1.28 (t, 3H), 1.65 (m, 4H), 
15 1.79 (m, 2H), 1.88 (m, 2H), 3.01 (s, 3H), 3.31 (t, 2H), 3.53 (s, 2H), 3.68 (s, 2H), 3.83 (m, 1H), 
4.20 (m, 3H), 7.42 (s, 1H), 7.44 (d, 1H), 7.94 (s, 1H), 8.18 (d, 1 H), 8.35 (t, 1H), 10.77 (s, 1 
H), 12.01 (br,1H), 



Example 225 
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2-(3-{2-Cyclopentanecarbonyl-4-[2-methanesulfonyl-ethyl carbamoyl)-methyQ-pheny!}- 
ureido)-thiazoi-4-yl-acetic acid 




2-(3^2-CydopentanecarbonyM-[2-methanesulfonyl-ethyl carbamoyl)-methyl]- 
5 phenyl}-ureido)-thiazol-4-yl-acetic acid (214 mg, 80%) was prepared from 2-(3-{2- 

cyclopentanecarbonyl-4-[2-methanesulfonyl-ethy1 cart>amoyl)-methyq-phenyl}-ureido)-thiazol- 
4-yl-acetic acid ethyl ester (282 mg, 0.5 mmol) following the general procedure J. 

LC-MS (m/z): 537 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 8 1.65 (m, 4H), 1.79 (m, 2H), 
1.88 (m ( 2H) f 2.97 (s, 3H) P 3.22 (t, 2H), 3.45 (m, 2H), 3.47 (s, 2H), 3.56 (s, 2H), 3.82 (m, 1H), 
10 6.84 (s, 1H), 7.42 (d, 1H), 7.92 (s, 1H), 8.18 (d t 1 H), 8.33 (t, 1H), 10.70 (s, 1 H), 11.84 (br, 
1H), 



Example 226 

[3-Cyclopentanecarbonyl-4-(3-[1 ,3,4]thiadiazol-2-yl-ureido)-phenyl]-acetic acid ethyl 



15 ester 




T T/> 



3-Cyclopentanecarbonyl-4-(3-[1 ,3,4]thiadiazol-2-yl-ureido)-phenyl]-acetic add ethyl 
ester (147 mg, 73 %) was prepared from (4-amino-3-cyclopentanecarbonyl-phenyl)-acetic 
acid ethyl ester (138 mg, 0.5 mmol) and [1 ,3,4]thiadiazol-2-ylamine (60 mg, 0.6 mmol) 
20 following the general procedure D. 
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LC-MS (m/z): 403 (M+1)*; 1 H NMR (400 MHz, CDCfe): 5 1.27 (t, 6H), 1.67 (m, 4H), 
1.91 (m, 4H), 3.64 (s. 2H), 3.77 (m f 1H), 4.17(m, 4 H) f 7.46 (d, 1H), 7.89 (s f 2 H). 8.47 (s, 
1H) f 8.77 (s p 1 H), 10.40 (br, 1H), 11.89 (br, 1H). 



1-[2-Cydopentanecarbony!^2nrTK)iphoKrv4-tf^^ 

urea 



10 urea (151 mg, 68 %) was prepared from [3-cyclopentanecarbonyl-4-(3-thiazol-2-yl-ureido)- 
phenyl]-acetic acid (186 mg, 0.5 mmol) and morpholine (44 mg, 0.5 mmol) following the 
general procedure K. 

LC-MS (m/z): 443 (M+1) + ; 1 H NMR (400 MHz, CDCIa/DMSO-de): 5 1.67 (m, 4H), 1.88 
(m, 4H), 3.51 (t, 4H) f 3.69 (t, 4H), 3.74 (m, 3H), 6.91 (d, 1H), 7.37 (dd, 1 H), 7.64 (d, 1H), 
15 7.84 (s, 1H), 8.52 (br, 2H), 11.32 (br, 1H). 

Example 228 

1 -{2-Cyclopentanecarbonyl-4-[2-(4-methyl-piperazin-1 -yl)-2-oxo-ethyl]-phenyl}-3- 
thiazol-2-yl-urea 



5 



Example 227 




1 -[2-Cydopentanecarbonyl^(2-rTK)rpM 



20 




1-{2-Cydopentanecart>onyl^[2-(4-methyl-piperazm^ 
thiazol-2-yl-urea (137 mg, 60 %) was prepared from [3-cyclopentanecarbonyl-4-(3-thiazol-2- 



WO 2004/002481 



PCT/DK2003/000449 



yl-ureidoH>henyl]-aceticadd (186mg, 0.5 mmol) and N-methyl piperazine (50 mg, 0.5 
mmol) following the general procedure K. 

LC-MS (m/z): 456 (M+1f ; 1 H NMR (400 MHz, CDCIa/DMSO-da): 6 1.67 (m, 4H), 1.89 
(m, 4H) t 2.29 (s, 3H), 3.51 (t, 4H), 3.61 (s, 2H), 3.69 (m, 5H), 6.92 (d, 1H), 7.38 (d, 1 H), 
5 7.58(s, 1 H), 7.84 (s, 1 H), 8.53 (d, 1 H), 1 1 .56 (br, 1 H), 1 1 .67 (br, 1 H). 

Example 229 

{243-Cydopentane<arbonyl^(3-thiazol^ 

acid 



{2-[3-Cydopentanecarbonyl^(3-thiazol-2-yl-ureid^ acid 
tertbutyl ester (158 mg f 65 %) was prepared from [3-cyclopentanecarbonyl-4-(3-thiazol-2-yl- 
ureido)-phenyl]-acetic acid (186 mg, 0.5 mmol) and glycyne ter.butyl ester (60 mg, 0.5 
mmol) following the general procedure K. The ester intermediate (122 mg, 0.25 mmol) upon 
1 5 hydrolysis with TFA furnished {2-[3-cyclopentanecarbonyl-4-(3-thiazol-2-yl-ureido)-phenyl]- 
acetylamino}-acetic acid (86 mg, 80%). 



LC-MS (m/z): 431 (M+1f ; 1 H NMR (400 MHz, CDCIs/DMSO-de): 8 1.67 (m, 4H), 1.94 
(m, 4H), 3.69 (dd, 2H), 3.82 (m, 3H), 3.95 (t, 1H), 6.99 (m, 1H), 7.32 (dd, 1 H), 7.39 (d, 1H), 
7.75 (d, 1H), 8.45 (d, 1H), 12.16 (br, 1H). 



Example 230 

{2-[3-(2-CydopentanerarbonyM-methylcarbamoylmethyl-phenyl)-ureido]-thiazol-4- 
yl}-acetic acid 



10 




20 
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{2-[3-(2-Cydopentanerarbonyl^ 
yl}-acetic acid (153 mg, 65 %) was prepared from 2-(4-amino-3-cyclopentane-carbonyl- 
phenyl)-N-methyl-acetamide (130 mg, 0.5 mmol) and (2-amino-thiazol-4-yt)-acetic acid ethyl 
5 ester (112 mg, 0.6 mmol) following the general procedure D. The ester intermediate (236 mg, 
0.5 mmol) upon hydrolysis following the general procedure J furnished {2-[3-(2- 
cycIopentanerarbonyM-methylcarbamoylm^ acid 
(167 mg,75%). 

LC-MS (m/z): 445 (M+1) + ; 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.62 (m, 4H), 1.74 (m, 
10 2H), 1.90 (m, 2H), 2.57 (d, 3H), 3.43 (s, 2H), 3.56 (s, 2H). 3.81 (m, 1H), 6.85 (d, 2H), 7.41 (d. 
1 H), 7.92 (s, 1H), 7.96 (d, 1H), 8.18 (d, 1H), 10.69 (s, 1H), 11.96 (br, 1H). 

Example 231 

{3-CydopentanerarbonyM-[3-(4-methylcarbamoylmethykhiazol-2-yl)-ureido]- 
1 5 phenyl}-acetic acid ethyl ester 



phenyl}-acetic acid ethyl ester (153 mg, 65 %) was prepared from (4-amino-3-cyclopentane- 
carbonyl-phenyl)-acetic acid ethyl ester (138 mg, 0.5 mmol) and 2-(2-amino-thiazol-4-yl)-N- 
20 methyl-acetamide (103 mg, 0.6 mmol) following the general procedure D. 




{3-Cyclopentanecarbonyl-4-[3-(4-methylcarbamoylmethyl-thiazol-2-yl)-ureido]- 
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LC-MS (m/z): 473 (M+1f ; *H NMR (400 MHz, CDCI 3 ): 5 1.26 (t, 3H) t 1.70 (m, 4H), 
1.86 (m, 2H), 1.92 (m, 2H), 2.81 (d, 3H), 3.62 (s, 2H), 3.65 (s, 2H), 3.77 (m, 1H), 4.16 (q, 
2H), 6.65 (s, 1H), 6.71 (br, 1 H), 7.44 (dd, 1H), 7.88 (s, 1H), 8.52 (d, 1H), 9.39 (br, 1H), 1 1.71 
(br, 1H). 

Example 232 

243-Cydopentanecaitonyl^[3-(4-methylrarta 
phenyl}-N-methyl-acetamide 



{3-CydopentanecarbonyI^[3-(4-methylcarbamoylmethyl-thiazol-2-yl)-ureido]- 
phenyl}-acetic acid (155 mg, 70 %) was prepared from {3-cyclopentanecarbonyl-4-[3-(4- 
methylcarbamoylmethyl-thiazol-2-yl>-ureido]-phenyl}-acetic acid ethyl ester (236 mg, 0.5 
mmol) following the general procedure J. The acid (222 mg, 0.5 mmol) was coupled with 1 N 
methyl amine following the general procedure K furnished 2-{3-cyclopentanecarbonyl-4-[3-(4- 
methylcarbamoylmethyl-thiazol-2-yl)-ureido]-phenyl}-N-methyl-acetamide (137 mg, 60%). 

LC-MS (m/z): 458 (M+1)*; 1 H NMR (400 MHz, CDCIa/DMSO-de): 6 1.69 (m, 4H), 
1.82 (m, 4H), 2.65 (d, 3H), 3.68 (d, 3H) t 3.43 (s, 2H), 3.48 (s, 2H), 3.67 (m, 1H), 6.51 (d, 1H), 
7.14 (br, 1H), 7.31 (m, 2H), 7.54 (d, 1H), 7.75 (dd, 1H), 8.31 (d, 1H), 11.13 (br, 1H). 

Example 233 

1-(2-Cydopentanecarbonyl-4-methyl-pheny^ 
2-yl]-urea 
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To a solution of {2-[3-(2-cydopentanerarbonyl-4-methyl-phenyl)^ 
acetic acid (0.38g, 1.0 mmo!) in THF (5mL) at 0°C was added 1.0 M solution of BH 3 -THF (3.0 
mL, 3.0mmol) dropwise. After stirring at 0°C for 1h f the excess BHyTHF complex was 
5 quenched with MeOH. The solution was concentrated under vacuum and purified on silica 
gel with 1 :1 EtOAc/hexanes to obtain the alcohol as a white powder in 80% yield. 

1-(2-Cyclopentanerarbonyl-4-methyl-phenyl)-3^^ 
yl]-urea (30mg, 50%) was prepared from 1-[2-(cyclopentanecarbonyl-4-methyl-phenyl]-3-[4- 
(2-hydroxy-ethyl)-thiazol-2-y[]-urea (0.05g, 0.134mmol) f 2-hydroxypyridine (0.01 3g ; 
10 0.143mmol) following the general procedure P. 

LC/MS (m/z): 451 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ) d 1.67-1.72 (m, 4H). 1.89-1.85 
(m, 4H), 2.36 (s, 3H), 3.13 (t, 2H), 3.64-3.80 (m, 1H) t 4.60 (t, 2H), 6.60 (s, 1H), 6.72 (d, 1H), 
6.86 (m, 1H), 7.34 (d, 1H), 7.56 (m, 1H), 7.70 (s, 1H), 8.15 (d, 1H), 8.45 (br, 1H), 11.85 (br, 
1H). 

15 Example 234 

1-(2-Cydopentanecarbonyl-4-memyl-phenyl^ 




1-(2-CycIopentanerarbonyl-4-methyl-phenyl)-^^ 
yl}-urea (50mg, 42%) was prepared from 1-[2-(cyclopentanecarbonyl-4-methyl-phenyl]-3-[4- 
20 (2-hydroxy-ethyl)-thiazol-2-yl]-urea (0.10g, 0.27mmol) and 4-hydroxypyridine (0.05g, 
0.54mmol) following the general procedure P. 

LC/MS (m/z): 451 (M+1)\ n H NMR (400 MHz, CDCI 3 ) d 1.62-1.73 (m, 4H), 1.80-1985 
(m, 4H), 2.37 (s, 3H), 2.85 (t, 2H), 3.87 (t, 2H), 3.75 (br, 1H), 6.52 (s, 1H), 7.46 (d, 2H) 7.48 
(d, 2H), 7.52 (d, 1H), 7.70 (s, 1H), 8.44 (d, 1H), 
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EXAMPLE 235 

5-{2-{2-[3^2-Cydopentanecarbonyl^methyl-pheny^ 
nicotinic acid methyl ester 




5-(2-{2-[3-{2-Cydopentanecarbonyl^methyl-ph ethoxy) 
nicotinic acid methyl ester (30mg, 44%) was prepared from 1-[2-(cyclopentanecarbonyl-4- 
methyl-phenylJ-3-[4-(2-hydroxy-ethyl)-thiazol-2-yl]-urea (0.05g, 0.134mmol) and 5- 
hydroxynicotinic acid methyl ester (0.04g, 0.27mmol) following the general procedure P. 

LC/MS (m/z): 509 (M+1f ; 1 H NMR (400 MHz, CD 3 OD) d 1.65-1.74 (br, 4H), 1.83- 
1.89 (br, 4H), 2.35 (s, 3H), 3.15 (t, 2H). 3.74 (br, 1H), 3.92 (s, 3H), 4.42 (t, 2H), 6.75 (s, 1H), 
7.72 (s, 1H), 7.85 (d, 1H), 8.27 (s, 1H), 8.42 (d. 1H). 8.57 (s, 1H) f 8.67 (s, 1H), 

EXAMPLE 236 

5-(2-{2-[3-(2-Cydopentanerarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl} ethoxy) 
nicotinic add 




5-(2-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl} ethoxy) 
nicotinic acid (23mg, 95%) was prepared from 5-(2-{2-[3-(2-cyclopentanecarbonyl-4-methyl- 
phenyl)-ureido]-thiazol-4-yl} ethoxy) nicotinic acid methyl ester (0.025g, O.OSmmol) and 2.5M 
LiOH (20ul ) following the general procedure J. 

LC/MS (m/z): 495 (M+1) + ; 1 H NMR (400 MHz, CD 3 OD) d 1.65-1.75 (br, 4H), 1.83- 
1.90 (br, 4H), 2.31 (s, 3H), 3.05 (t, 2H), 3.72-3.80 (m, 1H), 4.42 (t, 2H), 6.85 (s, 1H), 7.57 (s, 
1H), 7.74 (d, 1H), 8.30 (s ( 1H), 8.48 (d, 1H), 8.52 (s, 1H), 8.65 (s, 1H), 11.43 (br, 1H). 
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EXAMPLE 237 

4-(2K243-(2-Cyclopentanecarbon^^ 

benzoic acid methyl ester 




5 4-(2^2-[3-(2-Cydopentanerartx>nyl^^ 

benzoic acid methyl ester (50mg, 37%) was prepared from H2-{cyclopentanecart)onyl-4- 
methyl-phenyl]-3-[4-(2-hydroxy-ethyl)-thiazol-2-yll-urea (0.1 0g, 0.27mmol) and 4- 
hydroxybenzoic acid methyl ester (0.08g, 0.54mmol) following the general procedure P. 

LC/MS (m/z): 508 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ) d 1.64-1.78 (m, 4H), 1.82-1.90 
10 (m, 4H), 2.32 (s f 3H), 3.04 (t, 2H), 3.60-3.85 (m, 1H) ( 3.92 (s, 3H), 4.32 (t, 2H), 6.81 (s, 1 H), 
6.98 (d, 2H), 7.33 (d, 1H), 7.80 (s. 1H), 7.86 (d, 2H), 8.15 (br, 1H), 10.70 (br, 1H), 11.88 
(br f 1H). 

EXAMPLE 238 

1 5 4-(2-{2-[3-{2-Cydopentanecarbonyl-4-methy^ ethoxy) 

benzoic acid 




4-(2-{2-[3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl} ethoxy) 
benzoic acid (19mg, 96%) was prepared from 4-(2-{2-[3-(2-cyclopentanecarbonyl-4-methyl- 
20 phenyl)-ureido]-thiazol-4-yl} ethoxy) benzoic acid methyl ester (0.020g, 0.04mmol) and 2.5M 
LiOH (20uL ) following the general procedure J. 

LC/MS (m/z): 494 (M+1f ; *H NMR (400 MHz, DMSO) d 1.65-1.78 (m, 4H), 1.80-1.92 
(m, 4H), 2.32 (s, 3H), 3.04 (t, 2H), 3.60-3.85 (m, 1H), 4.34 (t ( 2H), 6.82 (s, 1H), 7.01 (d, 2H), 
7.36 (d, 2H), 7.81 (s, 1H), 7.86 (d, 2H), 8.13 (br, 1H), 8.88 (s, 1H), 10.66 (br, 1H). 
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EXAMPLE 239 

[4-(2^2-[3K2-Ctydopentaneca^ ethoxy)- 
phenyl] acetic add methyl ester 



5 




[4-(2^2-[3-(2-Cyclopentanerart>on^ 
phenyl] acetic add methyl ester (56mg, 40%) was prepared from 1-{2- 
(cyclopentanerartwnyM-me%l-ph (0. 1 0g f 

0.27mmol) and 4-hydroxyphenylacetic add methyl ester (0.09g, 0.54mmol) following the 
10 general procedure P. 

LC/MS (M/Z): 522 (M+1f. 

Example 240 

[4-(242-[3-(2-Cyclopentanecarbonyl^-methyl-phenyl)-ureido]-thia2ol-4-yl} ethoxy)- 
15 phenyl] acetic acid 




[4-(2-^2-{3-(2-Cydopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl} ethoxy)- 
phenyl] acetic add (25mg, 86%) was prepared from [4-(2-{2-[3-(2-Cydopentanecarbonyl-4- 
20 methyl-phenyl)-ureido]-thiazol-4-yl} ethoxy)-phenyl] acetic acid methyl ester (0.03g, 
0.06mmol) and 2.5M LiOH (20uL) following the general procedure J. 

LC/MS (m/z): 508 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ) d 1.65-1.76 (m, 4H), 1.83-1.95 
(m, 4H), 2.36 (s f 3H), 3.10 (t, 2H), 3.70-3.82 (m, 1H), 4.24 (t, 2H), 4.96-5.02 (m, 2H), 6.50 (s, 
1H), 6.88 (d, 2H), 7.20 (d, 2H), 7.30 (d, 1H), 7.68 (s, 1H), 8.45 (br, 1H), 11.45 (br, 1H). 

25 

Example 241 
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1 -{2-Cydopentanerart>onyl^me^ 
urea 




To 1 -(2<ydopentanerarbonyM-methyI-phenyl)-3-[4^2-hydroxy-ethyl)- 
thiazol-2-yl]-urea (2.68 mmol) in CH 2 CI 2 (20mL) at 0 °C was added EfeN (1.64 mL, 11.70 
mmol), dimethyl sulfoxide (10 mL) followed by sulfur trioxide-pyridine (1 .46 g, 9.21 mmol). 
The reaction mixture was stirred for 1h and then poured into water (30 mL), The mixture 
was extracted with CH 2 CI 2 and the organic layers was washed with 1.0 N ammonium 
chloride (2 x 20 mL), water (2 x 20 mL), brine (1 x20 mL), dried (Na 2 S0 4 ) and 
concentrated to give a solid. The solid was purified by column chromatography (silica, 
Hexanes/ EtOAc, 20-50%) to obtain the aldehyde as a white solid in 50% yield. 

1-(2-Cyclopentanecartx>nyl-4-methyl«p^ 

2- yl]-urea (15mg, 31%) was prepared from 1-(2-Cydopentanecarbonyl-4-methyl-phenyl)- 

3- [4-(2-oxo-ethyl)-thiazol-2-yl]-urea (0.04g, 0.11 mmol) and morpholine (0.009g, 
0.1 1 mmol) following the general procedure O. 

LC/MS (m/z): 443 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ) 5 1.68-1.72 (m, 4H) ( 1.88-1.91 
(m, 4H). 2.36 (s, 3H), 2.53 (br, 4H), 2.72 (t, 2H), 2.85 (t, 2H), 3.72-3.74 (m, 5H), 6.52 (s, 1H) f 
7.35 (d, 1H), 7.70 (s, 1H), 8.45 (br, 1H), 11.62 (br, 1H). 

Example 242 

1-(2-Cydopentanecarbonyl-4-methyl-phenyl)^^ 
thiazol-2-yl]-urea 
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1-(2-tyclopentanerarbonyl-4-me% 
ethylamino)-ethyl]-thiazol-2-yl}-urea (23mg, 44%) was prepared from (0.04g, 0.1 1mmol) 
and 4-ethylamino morpholine (0.014g, 0.11mmol) following the general procedure O. 

LC/MS (m/z): 486 (M-Hf ; 'H NMR (400 MHz, CDCI 3 ) 6 1.69-1.73 (m, 4H), 1 .88- 
1.92 (m, 4H), 2.35 (s, 3H), 2.50 (t, 2H), 2.53 (br, 4H). 2.72 (t, 2H), 2.80 (t, 2H), 2.85 (t t 
2H), 3.72-3.74 (m, 5H), 6.53 (s, 1H), 7.35 (d, 1H), 7.70 (s f 1H), 8.45 (br, 1H), 11.60 (br, 
1H). 

Example 243 

1-(242-[3-(2-CycIopentanecarbonyl-4-^ 
3-carboxylic acid ethyl ester 




1-(2-{2-[3-(2-cydopentanecarbonyl-^ 
piperidin-3-carboxylic acid ethyl ester (28mg, 50%) was prepared from (0.04g, 0.11mmol) 
and (s)-( + )-nipecotic acid (0.01 7g, 0.1 1mmol) following the general procedure O. 

LC/MS (m/z): 528 (M+1) + . 
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Example 244 

1 -(2^2H3^2-Cyctopentanera^ 
3-carboxylic acid 




1-(2-{2-{3-(2-tydopentanerarbonyl-4-m^ 
piperidin-3-carboxytic acid (1 8mg, 95%) was prepared froml -{2-{2~[Z-(2' 
cyclopentanerarbonyl-4-methyt-phenyI)-ureW^^ 

acid ethyl ester (0.02g, 0.04mmol) and 2.5M LiOH (20uL) following the general procedure 
J. 

LC/MS (m/z): 513 (M+1)* ; 'H NMR (400 MHz, CDCI 3 ) 6 1.60-1.69 (m, 4H), 1.80-1.98 
(m, 4H) f 2.34 (s, 3H), 2.90-3.05 (m, 5H), 3.10-3.20 (m, 4H), 3.65-3.75 (m, 1H) f 6.49 (s, 1H) , 
7.34 (d, 1H), 7.63 (s, 1H) f 8.25 (d, 1H), 11.40 (br, 1H). 

Example 245 

1 -(2-Cydopentanerarbonyl-4-methyl«phenyl>-3-[4-(2-piperazin-1 -yl-ethyl)-thiazol-2-yl]- 
urea 



1-{2-Cydopentanecarbonyl-4-methyl-phenyl)-3-[4-(2-piperazin-1-yl-ethyl)-thia 
2-yl]-urea (35mg, 70%) was prepared from methanesulfonic acid 2-{2-[3-(2- 
cydopentanecarbonyl-4-methyI-phenyl)-ureido]-thiazol-4-yl}-ethyl ester (0.06g, 0.13mmol) 
and piperazine (O.SOg, 5.82mmol) following the general procedure Z. 
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LC/MS (m/z): 442 (M+1) + ; *H NMR (400 MHz, CDCI 3 ) 6 1.66-1.72 (m, 4H) ( 1.86-1.90 
(m, 4H), 2.36 (s, 3H), 2.45-2.60 (br, 4H), 2.71 (t, 2H), 2.84 (t, 2H), 2.89-2.98 (m, 4H), 3.70- 
3.80 (m, 1H) f 6.47 (s, 1H), 7.34 (d, 1H) f 7.69 (s, 1H), 8.45 (br, 1H), 11.45 (br, 1H). 

5 Example 246 

1 -(2-Cyclopentanerarbonyl-4-meft^ -yl- 
ethyl]-thiazol-2-yl}-urea 



1 0 piperazin-1-yi-ethyQ-thiazol-2-yl}-urea (14mg, 40%) was prepared from 1-(2- 
cydopentanecarbonyl-4-methyl-phenyl)-3-[4-(2^^ 

(0.03g, 0.07mmol) and sulfonyl chloride (0.008g f 0.068 mmol) following the general 
procedure T. 



15 1.95 (m, 4H) t 2.37 (s. 3H), 2.60-2.64 (br, 4H), 2.76-2.95 (m, 4H), 2.78 (s f 3H), 3.25 (br, 
4H), 3.70-3.80 (m, 1H), 6.50 (s, 1H), 7.35 (d, 1H), 7.70 (s, 1H), 8.45 (br, 1H), 11.65 (br, 
1H). 

Example 247 

20 1-[4-(2-Aminchethyl)-thiazol-2-^ 




1-(2-Cyclopentanecarbonyl-4-nriethyl-phenyl)-3-{4-[2-(4-methanesufonyl- 



LC/MS (m/z): 520 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ) 6 1.65-1.75 (m, 4H), 1 .85- 
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1 -[4-(2-Amino-ethytHhia^ 
urea (0.1 5g, 94%) was prepared from H4-(2-azido-ethyl)-thiazol-2-yl]-3-(2- 
cyclopentanecarbonyl-4-methyl-phenyl)-urea (0.1 7g, 0.43mmol) following the general 
procedure T. 

LC/MS (m/z): 373 (M+1 )* ; 1 H NMR (400 MHz, CDCI 3 ) 8 1 .68-1 .74 (m, 4H), 1 .88-1 .93 
(m, 4H), 2.36 (s, 3H), 2.84 (t, 2H), 3.28 (t, 2H), 3.72-3.80 (m, 1H) ( 4.5 (br, 2H), 6.47 (s, 1 H), 
7.34 (d, 1H) t 7.69 (s, 1H), 8.55 (d, 1H), 11.34 (br, 1H). 

Example 248 

3-(2-{-2-[3-(2-CydopentanecarbonyI^ amino)- 
propionic acid 




O 



1-[4-(amino-ethylHhiazol-2-yl]-3-(2-^ 
(0.03g f 0.08mmol) and succinic anhydride (0.02g, 0.16mmol) in 10mL DCM were refluxed 
for 2h. Reaction was concentrated and purified on silica gel using 5% MeOH/EtOAc to 
yield the pure product (20mg, 53%). 

LC/MS (m/z): 473 (M+1f ; % H NMR (400 MHz, DMSO) 8 1.60-1.75 (m, 4H), 1.85-1.92 
(m, 4H), 2.38 (s, 3H) f 2.67 (t, 2H), 3.28-3.32 (m, 4H), 3.80-3.92 (br, 1H), 4.02 (t, 2H) f 6.70 (s, 
1H) f 7.38 (d, 1H), 7.83 (s, 1H) P 8.15 (d, 1H), 10.65 (br, 1H). 

Example 249 

(2-{-2-[3-(2-CyclopentanecartDonyl-4^ 
acetic add methyl ester 
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o 



To 1 -{4-(amino-ethyl)-thiazol-2-yQ-3-(2-c^^ 
(0.03g, 0.08mmol) in 10mL DCM was added methyl bromoacetate (0.01 g, 0.08mmol) 
followed by EUN (0.008g, 0.08mmol). After stirring at room temperature overnight, reation 
5 was concentrated and purified by flash chromatography on silica gel with 5%MeOH/EtOAc 
to obtain the product in 50% yield. 

LC/MS (m/z): 445 (M+1f 
Example 250 

1 0 (2^-2-[3-(2-Cydopentanerarbonyl^methyl-phenyl)-ureido]-thia2oM-yl}-ethyl amino)- 
acetic acid 




(2-{-2-[3-(2-cyclopentanerarbonyl-4-methyl-p^ 
amino)-acetic add (18mg, 95%) was prepared from (2-{-2-[3-(2-cyclopentanecarbonyl-4- 
15 methyl-phenyl)-ureido]-thiazol-4-yl}-ethyl amino)-acetic add ethyl ester (0.02g, O.OSmmol) 
and 2.5M LiOH (20uL) following the general procedure J. 

LC/MS (m/z): 431 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ) 5 1.63-1.74 (m, 4H), 1.86-1.92 
(m, 4H), 2.36 (s, 3H), 2.81 (t, 2H), 3.07 (t, 2H), 3.59 (s, 2H), 3.69-3.76 (m p 1H), 6.54 (s, 1H), 
7.33 (d f 1H), 7.70 (s, 1H), 8.46 (br, 1H) f 11.60 (br, 1H). 

20 



Example 251 
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N-(2-{-2-I3-(2-Cydopentanecato^ 
acetamide 



To 1-[4-(amino-ethyl)-thiazol-2-yQ-^ 
(0.05g, 0.13mmoi) in 10mL DCM at 0°C was added acetyl chloride (0.02g, 0.27mmol) 
followed by pyridine (0.02g, 0.21 mmol). After stirring for 3h, reaction was concentrated 
and purified by flash chromatography on silica gel with 50%EtOAc/hexane to obtain the 
product in 64% yield. 

LC/MS (m/z): 415 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ) 8 1.65-1.75 (m, 4H), 1.84- 
1.90 (m, 4H), 1.97 (s, 3H), 2.37 (s, 3H) f 2.84 (t, 2H), 3.58 (t, 2H), 3.70-3.80 (m, 1H), 6.54 (s, 
1H), 7.34(d, 1H), 7.70 (s, 1H), 8.45 (br, 1H), 11.65 (br, 1H). 

Example 252 

N-(2-{-2-[3-(2-Cydopentanecarbonyl-4-methyl-phen^ 
methanesulfonamide 



To 1-[4-(amino-ethyl)-thiazol-2-yl]-^^ 
(0.05g f 0.13mmol) in 10mL DCM at 0°C was added methanesulfonyl chloride (0.02g, 
0.13mmol) followed by pyridine (0.02g, 0.21 mmol). The reaction was stirred at ambient 
temperature overnight, concentrated and purified by flash chromatography on silica gel 
with 20-50%EtOAc/hexane to obtain the product as white solid in 75% yield. 
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LC/MS (m/z): 451 (M+1)* ; 'H NMR (400 MHz, DMSO) 8 1.62-1.76 (m, 4H). 1.82- 
1.92 (m, 4H), 2.32 (s, 3H) f 2.75 (t, 2H), 2.84 (s, 3H), 3.80-3.90 (m, 1H), 4.10 (t, 2H) f 6.76 (s, 
1H) t 7.37 (d, 1H) t 7.83 (s, 1H), 8.16 (d, 1H), 10.64 (br, 1H), 11.80 (br, 1H). 

5 Example 253 

N-(2-{-2-[3-(2-Cydopentanecarbonyl-4-methyl-phe 
dimethylamino acetamide 



N-(2-{-2-[3-(2-Cyclopentanecaitonyl^methyl-pheny^ 
10 dimethylamino acetamide (37mg, 61%) was prepared from 1-[4-(amino-ethyl)-thiazol-2-yl}- 
3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-urea (0.05g, 0.13mmol), dimethylamino 
acetic acid (0.02g, 0.13mmol) following the general procedure K. 

LC/MS (m/z): 458 (M+1) + ; 1 H NMR (400 MHz, CD 3 OD) 8 1.63-1.70 (m, 4H), 1.80- 
1.95 (m, 4H), 2.36 (s, 3H), 2.70 (s, 6H), 2.85 (t, 2H), 3.60 (t, 2H), 3.62 (s, 2H), 3.86 (br, 1H), 
15 6.65 (s, 1H), 7.38-7.28 (m, 2H), 7.65-7.74 (m, 1H) f 7.80 (br, 1H), 8.20 (br, 1H), 

Example 254 

N-(2-{2-[3-(2-CycIopentanecarbonyl-4H^ 
succinamic acid 




20 




1-[4-(amino-methylHhiazol-2-yl]-3-(2-cyclopentanecarbonyl-4-methyl-phenyl)- 
urea (0.10g, 0.28mmol) and succinic anhydride (0.08g, 0.78mmol) in 10mL DCM were 
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refluxed for 2h. Reaction was concentrated and purified on silica gel using 5% 
MeOH/EtOAc to yield the desired product (77mg, 60%). 

LC/MS (m/z): 459 (M+1f ; 1 H NMR (400 MHz, CD 3 OD) 8 1.70-1.77 (m, 4H), 1.85- 
1.95 (m, 4H), 2.39 (s. 3H), 2.62-2.72 (m, 4H). 3.71 (s, 2H), 3.80-3.90 (m, 1H). 6.08 (s, 1 H), 
5 7.40- (d, 1 H), 7.75 (s, 1 H), 8.70 (d, 1 H), 1 1 .30 (s, 1 H), 

Example 255 

3-{2-[3-(2-Cydopentanecaitjonyl-4-meth^ acid ethyl 

ester 



3-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureidol-thiazol-4-yl}-acrylic 
acid ethyl ester (70mg, 58%) was prepared from 1-(2-Cyclopentanecarbonyl-4-methyl- 
phenyl)-3-[4-(1-oxo-methyl)-thiazol-2-yl]-urea (0.1 Og, 0.28mmol) and 
(carbethoxymethylene)-triphenylphosphorane (0.12g, 0.34mmol) following the general 
15 procedure X. 

LC/MS (m/z): 428 (M+1)* ; 'H NMR (400 MHz, CDCI 3 ) 8 1.29 (t, 3H), 1.67-1.75 (m, 
4H), 1.80-1.95 (m, 4H), 2.37 (s, 3H), 3.70-3.80 (m, 1H), 4.19-4.22 (q, 2H). 6.56 (d, 1H). 7.07 
(s. 1H), 7.36 (d, 1H), 7.50 (d, 1H), 7.72 (s, 1H). 8.45 (d, 1H), 



10 
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EXAMPLE 256 

W2&(2^YCLOPENTANECARBONYL^METHYL-PHENYL)-U^ 
PROPIONIC ACID ETHYL ESTER 



3-{2-[3-(2-Cydopentanecarbonyl-4-methyl^ 
acid ethyl ester (48mg, 96%) was prepared by hydrogenation of 3-{2-[3-(2- 
CyclopentanecarbonyI^methyl-phenyl)-ureido]-thiazoM-yl}-acrylic acid ethyl ester 
(0.05g, 0.12mmol) with Pd/C. 

LC/MS (m/2): 430 (M+1)* ; 1 H NMR (400 MHz, CDCI 3 ) 5 1.22 (t, 3H), 1.64-1.70 (m, 
4H), 1.80-1.95 (m t 4H). 2.35 (s, 3H), 2.69 (t, 2H), 2.98 (t, 2H), 3.67-3.80 (m, 1H), 4.01-4.15 
(q, 2H), 6.50 (s, 1H), 7.32 (d, 1H), 7.68 (s, 1H), 8.45 (br, 1H), 1 1.60 (br, 1H). 

EXAMPLE 257 

3-{2-[3-(2-Cydopentanerartonyl^mefo 

acid 



3-{2-[3-(2-CyclopentanecarbonyI-4-methyl-phenyl^^ 
acid (15mg, 88%) was prepared from 3-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)- 
ureido]-thiazol-4-yl}-propionic acid ethyl ester (0.03g, 0.04mmol) and 2.5M LiOH (20 *iL) 
following the general procedure J. 
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LC/MS (mfe): 402 (M+1)* ; 'H NMR (400 MHz, CD 3 OD) 6 1.70-1.80 (m, 4H), 1.82- 
1.95 (m, 4H), 2.34 (s f 3H), 2.58 (t, 2H), 2.80 (t, 2H) f 3.82-3.94 (m, 1H), 6.69 (s, 1H), 7.38 (d, 
1H), 7.85 (s, 1H), 8.19 (br, 1H), 10.65 (br, 1H). 

EXAMPLE 258 

5 4-{2-[3-{2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazo 
ethyl ester 




4-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl^ 
10 enoic acid ethyl ester (50mg, 42%) was prepared from 1-(2-Cyclopentanecarbonyl-4- 
methyl-phenyt)-3-[4-(2-oxo-ethyl)-thiazol-2-yll-urea (0.1 Og, 0.27mmol) and 
(carbethoxymethylene)-triphenylphosphorane (0.09g, 0.27mmol) following the general 
procedure X. 

LC/MS (m/z): 442 (M+1)* ; 1 H NMR (400 MHz, CDCI 3 ) 5 1.28 (t, 3H), 1.67-1.73 (m, 
15 4H), 2.37 (s, 3H), 3.56 (d, 1H), 3.70-3.80 (m, 1H), 4.15-4.21 (q, 2H), 5.88 (d, 1H), 6.55 (s, 
1H), 7.37 (d, 1H), 7.65 (s, 1H) f 8.43 (br, 1H), 11.65 (br, 1H). 



Example 259 

1-(2-Cydopentanerarbonyl-4-methyl-phenyl)-3-^ 
20 thiazol-2-yl]-urea 
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1 -(2-Cyclopentanecarbony!-4-methyl-phenyl)-3-[4-(1 H-imidazot-2-ylsuIfanylmethyI)- 
thiazol-2-yl]-urea (76 mg, 69%) was prepared from 1-(4-Chlorome%l-thiazol-2-yl)-3-(2- 
cyclopentanecarbonyl-4-methyl-phenyl)-urea (94 mg, 0.25 mmol) following the general 
5 procedure Q. 

LC-MS (m/z): 442 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 6 1.76 (m, 4H), 1.92 (m, 4H), 
2.32 (s, 3H), 3.88 (p, 1H), 4.43 (s, 2H), 6.94 (s, 1H), 7.11 (d, 1H), 7.36 (d, 1H), 7.88 (d, 1H), 
7.71 (s, 1H), 8.52 (d, 1H), 10.34 (br, 2H), and 1 1.42 (br, 1H). 

10 Example 260 

1 -(2-C^dopentanecarbonyM-methyl-phenyl)-3-[4-(1-methyl-1 H-tetrazol-5- 
ylsulfanylmethylHhiazol-2-yl]-urea 




1 -(2-Cydopentanecarbonyl^methyl-phenyl)-3-[4-(1 -methyi-1 H-tetrazol-5- 
1 5 ylsulfanylmethylHhiazol-2-yl]-urea (93 mg, 79%) was prepared from 1-(4~chloromethyl- 
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thiazol-2-yl)-3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-urea (94 mg, 0.25 mmol) following 
the general procedure Q. 

LC-MS (m/z): 458 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 1.73 (m, 4H), 1.88 (m, 4H), 
2.37 (s, 3H), 3.76 (p t 1H), 3.86 (s, 3H), 4.55 (s, 2H) t 6.88 (s, 1H), 7.34 (d, 1H), 7.70 (s, 1 H) f 
8.40 (d, 1H), 8.52 (br, 1H), and 11.78 (br. 1H). 

Example 261 

1-(2-Cydopentanecart>onyl^methyl-phenyl)-3-^ 
thiazol-2-yl]-urea 



1-(2-Cydopentanec^rbonyl^methyl-phenyl)-3^4-(9H-purin-6-ylsulfanylmethyl> 
thiazol-2-yl]-urea (106 mg, 86%) was prepared from 1-(4-chioromethyl-thiazol-2-yI)-3-(2- 
cyclopentanecarbonyl-4-methyl-phenyl)-urea (94 mg, 0.25 mmol) following the general 
procedure Q. 

LC-MS (m/z): 494 (M+1)*; *H NMR (400 MHz, CDCI 3 ): 5 1.66 (m, 4H), 1.84 (m, 4H), 
2.21 (s, 3H), 3.72 (p, 1H), 4.29 (s, 2H), 4.63 (br, 1H), 6.78 (s, 1H), 7.11 (s, 1H), 7.28 (d, 1H), 
7.75 (s, 1H) f 8.13 (s, 1H), 8.42 (d, 1H), 9.24 (br, 1H), and 11.40 (br, 1H). 
Example 262 

1-(2-CydopentanerarbonyM-methyl-phen^ 
thiazoI-2-yl]-urea 
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1 -(2-Cydopentanecarbonyl^me^ 
thiazol-2-yt]-urea (78 mg, 74%) was prepared from V(2-cyclopentanecarbonyl-4-methyl- 
phenyl)-3-[4-(9H-purin^-yisulfanylmethylHhia2o!-2-yll-urea (99 mg f 0.20 mmol) and 
following the general procedure R to give title compound. 

LC-MS (m/z): 526 (M+1)*; 'H NMR (400 MHz, CDCI 3 ): 8 1.58 (m, 4H), 1.66 (m, 2H), 
1.74 (m, 2H), 2.32 (s, 3H) f 3.74 (p, 1H) f 4.58 (s, 2H), 6.71 (d, 1H), 7.06 (d, 1H), 7.16 (s, 1H), 
7.42 (d, 1H), 7.72 (br, 1H), 8.18 (d, 1H), 8.98 (s, 1H), 9.88 (br, 1H), and 10.26 (br, 1H). 
Example 263 

1-(2-Cydopentanerarbonyl^me%l-phenyl^ 
thiazol-2-yl]-urea 




1-(2<iycIopentanecart>onyM-methyl-phenyl)-3-[4-(pyri^^ 
2-yl]-urea (79 mg, 70%) was prepared from 1-(4-chloromethyl-thiazol-2-yl)-3-(2- 
cyclopentanecarbonyl-4-methyl-phenyl)-urea (94 mg, 0.25 mmol) following the general 
procedure Q. 



WO 2004/002481 



PCT/DK2003/000449 



327 

LC-MS (m/z): 453 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 1.68 (m, 4H), 1.86 (m, 4H). 
2.36 (s, 3H), 3.76 (p, 1H) f 4.21 (s. 2H), 6.78 (s f 1H), 7.16-7.20 (dd, 2H) f 7.34 (d, 1H), 7.70 (s, 
1H), 8.13 (s, 1H), 8.38 (dd, 1H), 8.42 (d, 1H), 9.46 (br, 1H) f and 11.70 (br, 1H). 
Example 264 
5 1-(2-Cydopentanecartx>nyl^m 
thiazol-2-yl]-urea 



1-(2-Cydopentanecart)onyI-4-methyl-phenyl}-3-[4-(^ 
2-yl]-urea (73 mg, 75%) was prepared from 1-(2-cydopentanecarbonyM-methyl-phenyl)-3- 
10 [4-(pyridin-4-ylsulfanylmethyl>-thiazol-2-yl]-urea (90 mg, 0.20 mmol) and following the general 
procedure R. 

LC-MS {m/z): 485 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 1 .66 (m, 4H). 1.86 (m, 4H), 
2.37 (s, 3H), 3.78 (p, 1H), 4.49 (s, 2H), 6.88 (s, 1H), 7.36 (d, 1H), 7.62 (dd, 2H), 7.72 (s, 1H). 
8.42 (d, 1H), 8.86 (d, 2H), 9.40 (br, 1H), and 11.52 (br, 1H). 
15 Example 265 

(5-{2-[3-(2-Cydopentanecarbonyl-4-methyl-phenyl)-ureidoHhiazol-4- 
ylmethylsulfany!}-tetrazol-1 -yl)-acetic add 





OH 
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(5^243-(2-Cyclopentanecarbonyl^methyl-phenyl)-ureido]-thiazot-4- 
ylmethylsulfanyl}-tetrazol-1-yl)-acetic acid (100 mg, 80%) was prepared from 1-(4- 
chloromethyl4hiazol-2-yl)-3^2^dopentanerarto^ (94 mg, 0.25 

mmol) following the general procedure Q. 
5 LC-MS (m/z): 501 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.74 (m, 4H), 1.90 (m, 4H), 

2.33 (s, 3H), 3.72 (p, 1H), 4.22 (s, 2H), 5.00 (s, 2H), 6.92 (s, 1H), 7.52 (d t 1H), 7.72 (s, 1H), 
8.38 (d, 1H), 9.82 (br, 1H), 10.32 (br, 1H), and 11.70 (br, 1H). 
Example 266 

(5-{2-[3-(2-Cyclopentanecarbonyt^methyl-phenyl^^ 
1 0 sulfanyt}-4-cydopropyWH-[1 ,2 t 4]triazol-3-ylmethyl)-carbamic acid tert-butyl ester 




(5^2-[3«(2-Cydopentanec»rbonyl^methyl-phenyl)-ureido]-thiazoM-ylmethyl 
sulfanylH-cydopropyMH-fl^^triazol-S-ylmethylJ-carbamic acid tert-butyl ester (136 mg, 
89%) was prepared from 1-(4-chloromethyl-thiazol-2-yl)-3-(2-cydopentanecarbonyl-4-methyl- 
15 phenyl)-urea (94 mg t 0.25 mmol) following the general procedure Q. 

LC-MS (m/z): 612 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.04 (m, 2H), 1.14 (m, 2H), 
1.40 (s. 9H), 1.66 (m f 4H), 1.84 (m, 4H), 2.35 (s, 3H), 2.88 (p. 1H), 3.70 (p, 1H), 4.52 (s, 2H), 
4.54 (s, 2H) f 5.78 (br, 1H), 6.80 (s, 1H), 7.34 (d, 1H), 7.66 (s, 1H), 8.32 (d, 1H), 10.24 (br, 
1H), and 11.36 (br, 1H). 
20 Example 267 
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1 -[4-(5-Aminomethyl-4-cyclopropyl-4H-[1 , Z^ltriazol-a-ylsulfanylmethylVthiazol^-yl]- 
3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-urea hydrochloride salt 




1 -[4-(5-Aminomethyl-4-cyclopropyl-4H-[1 ^^Itriazol-S-ylsulfanylmethylJ-thiazol^-yl]- 
5 3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-urea (51 mg, 99%) was prepared from (5-{2-[3- 
(2-Cyclopentanecarbonyl^methyl-phenyl)-ureido]-thia2ol-4-ylmethyl sulfanyl>4-cyclopropyl- 
4H-[1 l 2,4]triazol-3-ylmethyl)-carbamic acid tert-butyl ester (61 mg t 0.10 mmol) and 
hydrochloric acid (4 mL t 4.0 M. in dioxane) following the general deprotection procedure. 
LC-MS (m/z): 512 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.24 (m, 2H) f 1.38 (m, 2H), 
10 1.72 (m, 4H) f 1.94 (m, 4H), 2.38 (s f 3H), 2.92 (p, 1H) f 3.65 (s, 2H), 3.77 (s, 2H), 4.08 (m, 1H), 
5.24 (br, 2H), 6.90 (s, 1H), 7.52 (d, 1H), 7.72 (s, 1H), 8.42 (d, 1H), 10.24 (br, 1H), and 11.36 
(br,1H). 



Example 268 

15 2-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4- 
ylmethylsulfanyl}-1HHmidazole-4-carboxylic acid ethyl ester 
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O N 




2^243^2-Cydopentanerarbonyl^methyl-phenyl)-ure^ 
IH-imidazole-4-carboxylic acid ethyl ester (112 mg, 88%) was prepared from ^(4- 
chloromethyl-thiazol-2-yl)-3-(2H^clope^^ (94 mg, 0.25 

5 mmol) following the general procedure Q. 

LC-MS {m/z): 486 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.36 (t, 3H), 1.74 (m, 4H), 
1.90 (m, 4H), 2.36 (s, 3H), 3.78 (p, 1H), 4.08 (q, 2H), 4.34 (s, 2H), 6.84 (s, 1H), 7.34 (d ( 1H), 
7.72 (d, 1H) f 7.88 (d, 1H) t 8.18 (d, 1H), 8.38 (d, 1H), 10.24 (br, 1H), and 11.88 (br, 1H). 

10 Example 269 

2-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4- 
ylmethylsulfanyl}-1 H-imidazole-4-carboxylic acid 
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2^2-[3-(2-Cydopentane<x^bonyl^meth^^ 
1H-imidazole-4-carboxylic acid (91 mg, 94%) was prepared from 2-{2-[3-(2- 
cydopentanecarbonyM-methyl-phenyl)-ure^^ 

carboxylic acid ethyl ester (102 mg f 0.20 mmol) following the general procedure J. 

LC-MS (m/z): 474 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 6 1.74 (m, 4H), 1.92 (m, 4H), 
2.34 (s, 3H), 3.87 (p, 1H), 4.37 (s, 2H), 6.89 (s, 1H), 7.39 (d, 1H), 7.68 (d f 1H), 7.84 (d, 1H), 
8.15 (d, 1H) f 8.26 (d, 1H) f 9.28 (br, 1H) f 10.66 (br, 1H), and 11.90 (br. 1H). 

Example 270 

2-{2-[3-(2-Cyclopentanecarbonyl-4-methyt-phenyl)-ureido]-thiazol-4- 
ylmethanesulfonyl}-1H-imidazoIe-4-carboxylic acid ethyl ester 




2-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4- 
ylmethanesulfonyl}-1 H-imidazole-4-carboxylic acid ethyl ester (35 mg, 64%) was prepared 
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from 2^2-[3-(2^dopentanecarbonyl^^ 

1H-imidazole-4-carboxylic add ethyl ester (51 mg, 0.10 mmol) following the general 
procedure R. 

LC-MS (m/z): 546 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 8 1.42 (t, 3H), 1.63 (m, 4H), 
1.76 (m t 2H), 1.88 (m, 2H), 2.34 (s, 3H), 3.88 (p f 1H), 4.12 (q, 2H), 4.82 (s, 2H), 6.94 (s, 1H), 
7.38 (d, 1H), 7.55 (d, 1H), 7.72 (d, 1H), 7.91 (d ( 1H), 6 (d, 1H), 9.78 (br, 1H), and 11.90 (br, 
1H). 

Example 271 

2^2-[3^2^dopentanecarbonyl^methyl-phenyl)-ureido]-thiazol-4- 
ylmethanesulfonylH H-imidazole-4-carboxylic add 



2-{2-{3-(2-Cydopentanecarbonyl-4-methyl-phenyl)-ureidoHhiazol-4- 
ylmethanesulfonyl}-1H-imidazole-4-carboxylic acid (43 mg, 83%) was prepared from 2-{2-[3- 
(2^clopentanecarbonyl^methyl-phenyl)-ureido]-UiiazoM-ylmethanesulfonyl}-1H- 
imidazole-4-carboxyIic acid ethyl ester (52 mg, 0.10 mmol) following the general procedure J. 

LC-MS (m/z): 518 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.63 (rn, 4H). 1.74 (m, 
2H), 1.86 (m, 2H), 2.34 (s, 3H), 3.85 (p, 1H) f 4.82 (s, 2H), 6.92 (s, 1H), 7.38 (d, 1H), 7.54 (d, 
1H), 7.72 (d, 1H), 7.90 (s, 1H), 7.96 (br, 1H), 8.22 (d, 1H), 10.58 (br, 1H), and 11.88 (br, 1H). 




OH 



Example 272 

4-Amino-2-{2-[3-(2-cydopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4- 
ylmethylsulfanyl}-pyrimidine-5-carboxylic acid ethyl ester 
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4-Amino-242H3-(2Kyclopentanecar^ 
ylmethylsulfanyl}-pyr!midine-5-carboxylic acid ethyl ester (113 mg, 84%) was prepared from 
1-(4K^loromethykhiazol-2-ylV^ (94 mg, 

0.25 mmol) following the general procedure Q. 

LC-MS (m/z): 541 (M+1f; 1 H NMR (400 MHz, CDCI 3 ): 8 1.34 (t, 3H), 1.72 (m, 4H), 
1.88 (m, 4H) f 2.34 (s, 3H), 3.62 (br. 2H), 3.74 (p, 1H) f 4.10 (q, 2H). 4.36 (s, 2H), 6.90 (s, 1H), 
7.36 (d, 1H). 7.74 (d, 1H), 8.18 (dd, 1H), 8.56 (s, 1H), 10.12 (br t 1H) f and 11.78 (br, 1H). 

Example 273 

4-Amino-242-[3-(2^dopentaneMrbonyl-^methyl-phenyl)-ureido]-thiazol-4- 
ylmethylsulfanyl}-pyrimidine-5-carboxylic acid 
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HO 



4-Amino-2^2^3-(2Kydopentanecarto^ 
ylmethylsulfanyI}-pyrimidine-5-cartx)xylic acid (94 mg, 91%) was prepared from 4-amino-2- 
{2-[3-(2-cydopentanecarbonyl^meto^ 
5 pyrimidine-5-carboxylic acid ethyl ester (108 mg, 0.20 mmol) following the general procedure 
J. 

LC-MS (m/z): 513 (M+1f ; 1 H NMR (400 MHz f DMSOkJ 6 ): 5 1.72 (m, 4H), 1.88 (m t 
4H) f 2.34 (s, 3H), 3.66 (br, 2H), 3.86 (p, 1H) f 4.36 (s, 2H), 7.07 (s, 1H), 7.32 (d, 1H), 7.72 (d, 
1H), 8.20 (dd, 1H), 8.56 (s, 1H), 9.76 (br, 1H), 10.64 (br, 1H), and 11.74 (br, 1H). 

0 

Example 274 

242-[3-(2-Cydopentaneraitonyl^methyl-phenyl)-ureidoHhiazol-4- 
ylmethylsulfanyl}-4-hydroxy-pyiimidine-5-carboxylic acid 
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S 



HO 




O 



2^243-(2-CycIopentanecarbonyl-^methyl-phenyl)-ureido]-thiazol-4-ylmethylsulfanyl}- 
4-hydroxy-pyrimidine-5-cart)Oxylic acid (104 mg, 81%) was prepared from 2-{2-[3-(2- 
cydopentanec»it>onyM-methyl-phenyl)-ureido]^ 

pyrimidine-5-carboxylic acid ethyl ester (135 mg, 0.25 mmol) following the general procedure 
J. 

LC-MS (m/z): 514 (M+1f ; 1 H NMR (400 MHz, CD 3 OD): 6 1.74 (m, 4H), 1.90 (m, 4H). 
2.36 (s, 3H), 3.84 (p, 1H), 4.28 (s, 2H), 6.98 (s, 1H), 7.36 (d, 1H). 7.70 (d, 1H), 8.36 (dd, 1H), 
8.56 (s, 1H), 9.04 (br, 1H), 9.76 (br, 1H). 10.64 (br, 1H), and 11.74 (br, 1H). 

Example 275 

1-[4-(5-Amino-thiazol-2-ylsulfanylmethyl)-thiazol-2-yr|-3-(2-cyclopentanecarbonyl-4- 
methyl-phenyl)-urea 




H 2 N 
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H4-(5-Amino-thiazo!-2-ylsu^^ 
methyl-phenyl)-urea (96 mg, 81%) was prepared from 1-(4-ch!oromethyl-thiazol-2-yl)-3-(2- 
cyclopentanecarbonyl-4-methyl-phenyl)-urea (94 mg, 0.25 mmol) following the general 
procedure Q. 

LC-MS (m/z): 474 (M+1f; 1 H NMR (400 MHz. CDCI 3 ): 8 1.68 (m, 4H). 1.84 (m ( 4H), 
2.37 (s, 3H), 3.72 (p. 1H), 4.34 (s, 2H), 5.18 (br, 2H), 6.58 (s f 1H), 7.16 (s, 1H), 7.36 (d f 1H), 
7.64 (s, 1H), 8.26 (d f 1H), 10.56 (br, 1H), and 11.60 (br, 1H). 

Example 276 

{2-[3^2-Cydopentanerarbonyh5-m^ 
thiazol-4-yl}-acetic acid ethyl ester 



{2-[3-(2-Cyclopentanecarbonyl-5-methanesulfonylamino-4-methyl-phenyl)-ureido]- 
thiazol-4-yl}-acetic acid ethyl ester (102 mg, 80 %) was prepared from N-(5-amino-4- 
cyclopentanecarbonyl-2-methyl-phenyl)-methanesulfonamide (198 mg, 0.5 mmol) and ethyl- 
2-amino-4-thiazolyl acetate (93 mg, 0.5 mmol) following the general procedure D. 

LC-MS (m/z): 509 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 6 1.27 (t, 3H), 1.70 (m, 4H), 
1.88 (m, 4H), 2.29 (s, 3H), 3.30 (s, 2H), 3.68 (s, 3H), 4.19 (q, 2H), 4.24 (p, 1H), 6.48 (s, 1H) f 
6.72 (s, 1H), 7.74 (s, 1H), 8.64 (br, 1H), 9.62 (br, 1H), and 11.82 (br, 1H). 




Example 277 

{2-[3-(2-Cyclopentanecarbonyl-5-methanesulfonylamino-4-methyl-phenyl)-ureido]- 
thiazol-4-yl}-acetic acid 
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{2-[3^2-Cydopentanecarix>n^ 
thiazol-4-yl}-acetic acid ethyl ester (116 mg, 97%) was prepared from {2-[3-(2- 
cydopentanecart>onyL5-methanesufo^ 
5 acid ethyl ester (1 27 mg, 0.25 mmol) following the general procedure J. 

LC-MS (m/z): 481 (M+1f; 1 H NMR (400 MHz, DMSO-d 6 ): 6 1.68 (m, 4H), 1.84 (m, 
4H) f 2.38 (s, 3H), 3.03 (s, 3H), 3.64 (s, 2H), 4.24 (p, 1H), 5.36 (br, 1H), 6.50 (s, 1H), 6.78 (s, 
1H), 7.68 (s, 1H), 9.62 (br, 1H), 11.24 (br, 1H), and 12.54 (br, 1H). 

10 Example 278 

1 - (2-CtyclopentanerarbonyM-methyLph 

2- yl}-urea 




1 -(2-CyclopentanecarbonyM-methyl-phenyl)-3-{4-[2-( 1 H-imidazol-2-yisulfanyl)- 
15 ethyl]-thiazol-2-yl}-urea (25mg, 50%) was prepared from methanesulfonic acid 2-{2-[3-(2- 
cydopentanecart>onyM-methyl-phenyl)-ureido]-thiazol-4-yl}-ethyl ester (0.05g, 0.1 1 mmol) 
and 1H-imidazol-2-thiol (0.009g, 0.1 1mmol) following the general procedure Z. 

LC/MS (m/z): 456 (M+1)* ; 1 H NMR (400 MHz, CDCI 3 ) □ 1.63-1.68 (m, 4H), 1.83-1.88 
(m, 4H), 2.35 (s, 3H), 2.87-2.93 (m, 2H), 3.25-3.28 (m, 2H), 3.60-3.75 (m, 1H), 6.74 (s, 1H), 
20 6.85-7.10 (m, 2H), 7.33 (d, 1H), 7.65 (s, 1H), 8.4 (d, 1H), 11.35 (br, 1H). 

Example 279 



WO 2004/002481 



PCT/DK2003/000449 



338 

1 -(2-Cydopentanecarbonyl-4-methyl-phenyl)-3-{4-[2-(1 -methyl-1 H-imidazol-2-ylsulf anyl)- 
ethyl]-thiazoI-2-yI}-urea 



1-(2-Cydopentanecart)onyl-4-methyl-phenyl)-3-{4-t2-(1 -methyl-1 H-imidazol-2- 
ylsulfanyI)-ethyl]-thiazol-2-yl}-urea (45mg, 43%) was prepared from methanesulfonic acid 
2-{2K3-(2-cydopentanecartonyt-4^^ ester (0.1 0g f 

0.22mmol) and 1-methyMH-immidazole-2-thiol (0.04g, 0.33mmol) following the general 
procedure Z. 

LC/MS (m/z): 470 (M+1)* ; 1 H NMR (400 MHz, CDCI 3 ) □ 1.73-1.76 (m, 4H), 1.90- 
1.93 (m, 4H), 2.36 (s, 3H), 3.04 (t, 2H), 3.35 (t, 2H), 3.63 (s, 3H) f 3.65-3.80 (m, 1H), 6.51 
(s, 1H), 6.71 (d, 2H), 7.33 (d t 1H), 7.68 (s, 1H), 8.40 (br, 1H), 11.43 (br, 1H). 

Example 280 

1-(2-Cydopentanerarbonyl^methyl-pheny^ 
yl}-urea 



1-(2-cydopentanecarbonyl-4-methyl-phenyl)-3-{4-[2-(pyridin-2-ylsulfanyl)-ethyl]- 
thiazoI-2-yl}-urea (24mg, 467%) was prepared from methanesulfonic acid 2-{2-[3-(2- 
cydopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl}-ethyl ester (0.05g f 0.11mmol) 
and 2-mercapto pyridine (0.012g, 0.1 1mmol) following the general procedure Z 

LC/MS (m/z): 467 (M+1f ; 'H NMR (400 MHz, CDCI 3 ) □ 1.62-1.74 (m, 4H), 1.85- 
1.93 (m, 4H), 2.36 (s, 3H), 3.05 (t, 2H), 3.50 (t, 2H), 3.72-3.80 (m. 1H), 6.54 (s, 1H), 7.13- 
7.10 (m,2H), 7.60-7.65 (m,3H), 8.46-8.49 (m, 2H) t 1 1 .72 (br, 1 H). 
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Example 281 

1-(2-Cydopentanecarbonyl^ 
ylj-urea 



1-(2-Cydopentanerarbonyl^methyl-phenyl)-3^ 
thiazol-2-yl}-urea (74mg, 60%) was prepared from methanesulfonic acid 2-{2-[3-(2- 
<ydopentanecaitonyl^methyl-phenyl)-ureido]-thiazol-4-yt}-ethyl ester (0.1 2g t 0.27mmol) 
and 2-mercaptopyridine (0.04g, 0.39mmol) following the general procedure Z. 

LC/MS (m/z): 467 (M+1)* ; 1 H NMR (400 MHz, CDCI 3 ) 8 1.69-1.73 (m, 4H), 1.87-1.92 
(m, 4H), 2.37 (s, 3H) t 3.03 (t, 2H), 3.34 (t, 2H), 3.75-3.79 (m, 1H), 6.58 (s, 1H) f 7.16 (d t 2H), 
7.25 (d f 2H), 7.36 (d, 1H), 7.71 (s, 1H), 8.46 (d, 1H), 11.74 (s, 1H). 

Example 282 

3-{2-[3-(2-AcetyM-methyt-phenyl)-ureido]-thiazol-4-ylmethyfsulfanyi}-pro add 



3-(2-Amino-thiazol-4-ylmethylsulfanyl)-propionic add methyl ester (0.75g, 60%) was 
prepared from 4-chloromethyi-thiazol-2-ylamine (1.00g, 5.41 mmol) and 3-mercapto-propionic 
add methyl ester (0.97g, 8.1 1 mmol) according to procedure Z. 

3-{2-[3-(2-Acetyl-4-methyl-phenyl)-ureido]-thiazol-4-ylmethylsulfanyl}-propionic add 
methyl ester (0.28g, 61%) was prepared from 3-(2-amino-thiazoM-ylmethylsulfanyl)- 





O 
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propionic acid methyl ester (0.23g, 0.99mmol) and (2-amino-5-methyl-phenyl)-cyclopentyl- 
methanone (0.24g, 1 .49mmol) following the procedure D. 

3^2-[;H2-A(»tyl^methyt-p^ acid 
(40mg, 83%) was prepared from [4-(2-{2-[3-(2-cyclopentanecarbonyl-4-methyHDhenyl)- 
5 ureido]-thiazoM-yl} ethoxy)-phenyl] acetic acid methyl ester (0.05g, 0.1 1mmol) and 2.5M 
UOH (20uL ) following the general procedure J. 

LC/MS (m/z): 448 (M+1f ; 1 H NMR (400 MHz, DMSO) □ 1.70-1.80 (m, 4H). 1.85- 
1.97 (m, 4H), 2.28 (s, 3H), 2.67 (t, 2H), 2.83 (t, 2H), 3.70 (s, 2H), 3.85-3.90 (m, 1H), 6.89 (s, 
1H), 7.20 (d, 2H), 7.85 (s, 1H), 8.20 (d, 1H), 10.64 (br, 1H), 10.73 (br, 1H ), 12.14 (br, 1H). 

10 

Example 283 

1 -(2-CydopentanecarbonyM-methyl^ 




1-(2-Cyclopentanecarbonyl^methyl-phenyl)-3-(5-m^ 
15 (94 mg ? 25%) was prepared from 1-(5-bromo-thiazol-2-yl)-3-(2-cyclo pentanecarbonyt-4- 
methyl-phenyl)-urea (408 mg, 1 mmol) and sodium methanethiolate (140 mg f 2 mmol) 
following the general procedure Q. 

LC-MS (m/z): 376 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.74 (m, 4H), 1.93 (m, 4H) 
2.38 (s, 3H), 2.43 (s, 3H), 3.79 (m, 1H), 7.37 (d. 1H), 7.73 (s, 2H), 8.45 (d, 1H), 1 1.65 (br, 
20 1H), 12.20 (br, 1H). 



Example 284 

{2-[3-(2-CydopentanerarbonyW-methyl-p^ 
acid methyl ester 
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{2-[3-(2-Ctydopentanerarbonyl^^ 
acid methyl ester (130 mg f 30%) was prepared from 1-(5-bromo-thiazol-2-yl)-3-(2-cyclo 
pentanecarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol), and mercapto-acetic acid methyl 
ester (212 mg, 2 mmol) following the general procedure Q. 

LOMS (m/z): 434 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 8 1.71 (m, 4H), 1.91 (m, 4H), 
2.38 (s, 3H), 3.47(s, 3H), 3.72 (s, 3H), 3.79 (m, 1H), 7.39 (d, 1H), 7.75 (d, 2H), 8.43 (d, 1H), 
11.40 (br,1H), 11.66 (br, 1H). 

Example 285 

{2-[3-(2-Cyclopentanecarbonyl^methyl-phenyl)-ureido]-thiazol-5-ylsulfanyl}-acetic 

acid 



{2-[3-(2-Cydopentanerarbonyl^methyl-phenyl)-ureido]-thiazol-5-ylsulfanyl}-aceti^ 
acid (161 mg, 75 %) was prepared from (2-[3-(2-cyclopentanecart>onyl-4-methyl-phenyl)- 
ureido]-thiazol-5-ylsulfany!}-acetic acid methyl ester (229 mg, 0.5 mmol) following the 
general procedure J. 

LC-MS (m/z): 420 (M±lfc 1 H NMR (400 MHz. DMSO-d«): S 1.61 (m. 4H). 1.74 (m. 2H). 1.89 
(m. 2H). 2.33 (s. 3HV 3.49(s. 3H). 3.88 (m. 1W. 7.41 (d. 2W. 7.92 (d. 1HV 8.33 (d. 1H). 
10.80 (br. 1H). 10.98 (br. 1H). 12.12 (br. 1 W. 
Example 286 

{2-[3-(2-CydopentaneCTrbonyl-4-methyl-phenyl)-ureido]-thiazole-5-sulfonyl}-acetic 
acid methyl ester 




OH 
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{2-[3-(2-Cydopentanecarbonyl^ 
acid methyl ester (175 mg, 75%) was prepared from {2-{3-(2<ydopentanecart>onyl-4-methyl- 
phenyl)-ureido]-thiazo!e-5-sulfanyl}-acetic acid methyl ester (217 mg t 0.5 mmol) by oxidation 
5 with nr-cpba following the general procedure R. 

LC-MS (m/z): 466 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.71 (m, 4H), 1.91 (m, 4H), 
2.38 (s, 3H) f 3.78 (m, 4H), 4.24 (s, 2H), 7.41 (d, 1H), 7.77 (s, 1H), 8.30 (s t 1H), 8.42 (d, 1H), 
11.89 (br, 1H). 



10 Example 287 

{2-[3-(2-Cydopentanerart>onyM-methy^ 

acid 




OH 



{2-[3-(2-Cydopentanerarbonyl^methyl-phenyl)-ure^ 
15 acid (158 mg t 70 %) was prepared from {2-[3-(2-cyclopentanecarbonyl-4-methyl-phenyl>- 
ureido]-thiazol-5-ylsulfonyl}-acetic add methyl ester (233 mg, 0.5 mmol) following the 
general procedure J. 

LC-MS {m/z): 452 (M+1) + ; 1 H NMR (400 MHz, acetone-d e ): 6 1.67 (m, 4H),.1.71 (m, 
4H), 1.91 (m, 4H), 2.38 (s, 3H), 3.95 (m, 1H), 4.44 (s, 2 H), 7.44 (d, 1H), 7.97 (s, 2H), 8.42 
20 (d. 1H), 11.15 (br, 1H), 11.35 (br, 1H). 
Example 288 

3-{2-[3-(2-Cydopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-5-ylsulfanyl}- 
propionic acid methyl ester 
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{2-[3-(2^dopentanecartx>nyl-4-methyl-ph 
acid methyl ester (125 mg, 28 %) was prepared from H5-bromo-thiazol-2-yl)-3-(2-cydo 
pentanecarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol), and mercapto-propionic acid 
5 methyl ester (240 mg, 2 mmol) following the general procedure Q. 

LC-MS {m/z): 448 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 8 1.71 (m, 4H), 1.91 (m, 4H), 
2.38 (s, 3H), 2.65 (s, 2H) t 3.51 (s, 2H), 3.66 (s f 3H), 3.78 (m, 1H), 6.90 (d, 1H), 7.38 (d, 1H), 
7.73 (s, 1H), 8.42 (d, 1H) 11.62 (br, 1H), 11.65 (br, 1H). 



10 Example 289 

3-{2-[3-(2-Cydopentanecarbonyl^methyl-phenyl)-ureido]-thiazol-5-ylsulfanyl}r 
propionic acid 




{2-[3-(2-CyclopentanecaifconyW-methy^ 
15 acid (1 38 mg, 72 %) was prepared from {2-[3-(2-cyclopentanecarbonyl-4-methyl-phenyl)- 
ureido]-thiazol-5-ylsu!fanyl}-propionic acid methyl ester (217 mg, 0.5 mmol) following the 
general procedure J. 

LC-MS (m/z): 433 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 8 1.67 (m, 4H), 1.89 (m, 4H), 
2.36 (s, 3H), 2.51 (s, 2H), 3.59 (s, 2H), 3.78 (m, 1H), 6.90 (d, 1H), 7.41 (d, 1H), 7.93 (s, 1H), 
20 8.45 (d, 1H), 9.56 (br, 1H), 11.16 (br, 1H), 11.25 (br, 1H). 
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Example 290 

3^2-[3-(2-Cydopentanecartonyl^ acid 
methyl ester 




5 {2-[3-(2-Cydopentanerartx>nyM^ 

acid methyl ester (163 mg, 68%) was prepared from {2-{3-{2-cyclopentanecarbonyl-4-methyl- 
phenyl)-ureido]-thiazole-5-sulfanyl}-propionic acid methyl ester (224 mg, 0.5 mmol) by 
oxidation with m-cpba following the general procedure R. 

LOMS (m/z): 480 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 8 1.71 (m, 6H), 1.91 (m, 2H), 
10 2.40 (s, 3H), 2.85 (m, 2H), 3.56 (m, 2H) f 3.67 (s, 3H), 3.81 (m, 1H), 7.41 (dd f 1H), 7.78 (s, 
2H), 8.29 (s, 1H), 8.42 (d f 1H), 11.40 (br f 1H) f 11.91 (br, 1H). 



Example 291 

3-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazole-5-sulfonyl}- 
15 propionic acid 




{2-[3-(2-CyclopentanerarbonyM-methyl-phenyl)-ureido]-thiazol-5-ylsulfonyl}-propionic 
acid (168 mg, 72 %) was prepared from {2-[3-(2-cyclopentanecarbonyl-4-methyl-phenyl)- 
ureido]-thiazol-5-ylsulfonyl}-propionic acid methyl ester (240 mg, 0.5 mmol) following the 
20 general procedure J. 
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LC-MS (m/z): 466 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 8 1.71 (m, 4H), 1.91 (m, 4H), 
2.38 (s f 3H), 2.89 (s, 2H), 3.63 (s, 2H), 3.81 (m, 1H), 7.39 (d t 1H), 7.75 (d. 2H), 8.43 (d, 1H), 
11.40 (br,1H), 11.66 (br f 1H). 

5 EXAMPLE 292 

N-(2^2-[3^2-Cydopentanecarbonyl-4-methyl^ 
ethyl)-acetamide 



10 ethyl)-acetamide (156 mg, 35 %) was prepared from 1-(5-bromo-thiazol-2-yl)-3-(2-cyclo 
pentanecarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol), and N-(2-mercapto-ethyl)- 
acetamide (240 mg, 2 mmol) following the general procedure Q. 

LC-MS (m/z): 447 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 8 1.71 (m, 4H), 1.91 (m, 4H). 
1.99 (s, 3H), 2.38 (s, 3H), 2.85(t f 3H), 3.46 (q, 2H), 3.79 (m, 1H), 5.95 (br, 1H), 7.37 (d, 1H), 

15 7.69 (d, 2H), 8.42 (d, 1H), 11.35 (br, 1H), 11.57 (br, 1H). 

Example 293 

N-(2^2-[3^2-Cyctopentanecarbonyl-4-methyl-phen 
acetamide 




N-(2^2-[3-(2^yclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-5-yl-sulfanyl}- 



20 
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N^2-[3K2-Cydopentaneca*^ 
ethyl)-acetamide (167 mg, 70%) was prepared from N^2-{2-[3-(2-cydopentanecarbonyl-4- 
methyl-phenyl)-ureido]-1hiazol-5-yl-su^ (223 mg, 0.5 mmol) by 

oxidation with m-cpba following the general procedure R. 
5 LC-MS (m/z): 479 (M+1 f ; 'H NMR (400 MHz, CDCfe): 8 1 .70 (m, 4H), 1 .92 (m, 4H), 

2.01 (s, 3H), 2.39 (s, 3H), 3.42 (m, 2H), 3.76 (m, 3H), 6.32 (m, 1H), 7.39 (d, 1H), 7.76 (s, 2H), 
8.13 (s, 1H), 8.40 (d, 1H), 11.66 (br, 1H). 

Example 294 

10 2-Acetylamino-3^2-[3-(2K^dopentanecafa^ 
ylsulfanyI}-propionic acid methyl ester 




2-AcetylamincH3^2-[3-(2-cydopentanera 
ylsulfanyl}-propionic add methyl ester (156 mg, 35 %) was prepared from 1-(5-bromo-thiazol- 
15 2-yl)-3-(2-cydo pentanerarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol) and 2- 

acetylamino-3-mercapto-propionic acid methyl ester (354 mg, 2 mmol) following the general 
procedure Q. 

LC-MS (m/z): 505 (M+1)*; *H NMR (400 MHz, CDCI 3 ): 5 1.71 (m, 6H), 1.91 (m, 2H), 
2.03 (s, 3H), 2.38 (s, 3H), 3.24 (m, 2H), 3.66 (s, 3H), 3.79 (m, 1H), 4.84 (m, 1H), 6.42 (d, 1H), 
20 7.39, d, 1H), 7.60 (s, 1H), 7.73 (s, 1H), 8.43 (d, 1H), 10.88 (br, 1H), 11.64 (br, 1H). 



Example 295 

2-Acetylaminch3^2-[3-(2-cydopentaneca 
ylsulfanyl}-propionic add 
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2-Acetylamino-34243-(2^c1opente^ 
ylsulfanyl}-propionic acid (187 mg f 76 %) was prepared from 2-acetylamino-3-{2-[3-(2- 
cydopentanecarbonyl^methyl-phen acid methyl 

5 ester (245 mg, 0.5 mmol) following the general procedure J. 

LC-MS (m/z): 491 (M+1f; 1 H NMR (400 MHz, Acetone-d 6 ): 5 1.68 (m, 4H), 1.84 (m, 
4H), 1.97 (s, 3H), 2.37 (s, 3H), 3.10 (m, 1H), 3.26 (m, 1H), 3.94 (m, 1H), 4.64 (m, 1H) f 5.8 
(br, 1H) f 7.45 (d, 1H), 7.54 (d, 1H), 8.01 (s, 1H), 8.43 (d. 1H), 11.20 (br, 1H), 1 1.44 (br, 1 H). 



10 Example 296 

24ert-ButoxycarbonyIamino-342-[3-(2-cy^ 
ureido]thiazol-5-ylsulfanyl}-propionic acid methyl ester 




2-tert-Butoxycarbonylamino-3-{2-[3-(2-cyclopentanecarbonyl-4-methyl-phenyl)- 
15 ureido]thiazol-5-ylsulfanyI}-propionic acid methyl ester (196 mg, 35 %) was prepared from 1- 
(5-bromo-thiazol-2-yl)-3-(2-cyclo pentanecart>onyl-4-methyl-phenyl)-urea (408 mg, 1 mmol) 
and 2-tert-butoxycarbonylamino-3-mercapto-propionic acid methyl ester (470 mg, 2 mmol) 
following the general procedure Q. 
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LOMS (m/z): 563 (M+1f; 1 H NMR (400 MHz, CDCI 3 ): 8 1.55 (s, 9H), 1.71 (m, 4H) f 
191 (m, 4H) t 2.37 (s, 3H), 3.18 (m, 2H), 3.76 (m, 4H), 4.53 (m, 1H), 5.45 (m, 1H) f 7.35 (d, 
1H), 7.65 (s, 1H), 7.72 (s, 1H), 8.43 (d, 1H), 1160 (br, 1H) f 11.66 (br, 1H). 

Example 297 

(2-{2-[3-(2-CydopentanerarbonyMntt^ 
ethyl)-carbamic acid tert-butyl ester 



(2-{2-[3-(2-Cyclopentanecarbonyl^methyt-phen^ 
carbamic acid tert-butyl ester (202 mg, 40 %) was prepared from 1-(5-bromo-thiazol-2-yl}-3- 
(2-cyclo pentanecarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol) and (2-mercapto-ethyl)- 
carbamic acid tert-butyl ester (354 mg, 2 mmol) following the general procedure Q. 

LC-MS (m/z): 505 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 5 145(s, 9H), 171 (m, 4H), 
192 (m, 4H), 2.38 (s, 3H), 2.83 (m, 2H), 3.32 (m, 2H), 3.78 (m, 1H), 4.95 (br, 1H), 7.36 (d, 
1H), 7.73 (s, 2H), 8.43 (d, 1H), 1148 (br, 1H), 11.62 (br, 1H). 

Example 298 

2^2-[3-(2-Cydopentanecarbonyl-4-m^ 
ammonium; chloride 




O 





NH 3 €I 
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2^2-[3-{2-(tydopentanecarbonyl-4-methyl-pheny^ 
ammonium; chloride (183 mg, 90%) was prepared by reacting (2-{2-{3-(2-cydopentane- 
carbony^memyl-phenyl^ureidol-thiazol-5-ylsulfanyt}^thyl)-carbamic acid tert-butyl ester 
(253 mg, 0,5 mmol) with 4 N HCI in dioxane 
5 LC-MS (m/z): 406 (M+1 )*; 1 H NMR (400 MHz, DMSO-d e ): 8 1 .63 (m, 4 H). 1 .73 (m, 

2H). 1.91 (m, 2H), 2.33 (s, 3H), 2.91 (m, 2 H), 3.18 (m, 2H). 3.87 (m, 1H). 7.39 (d, 1H), 7.56 
(s, 2H), 7.85 (s, 1H), 8.16 (d, 1H), 10.71 (br. 1H), 12.20 (br, 1H). 

Example 299 

10 (2^2-[3-(2-Cyclopentaneca*onyl^methyl^ 
ethyl) carbamic acid tert-butyl ester 




(2-{2-[3-(2-Cydopentanecarbonyl-4-methyl-phenyl)-ureidoHhiazole-5-sulfonyl}-ethyl)- 
carbamic add tert-butyl ester (195 mg, 73%) was prepared from (2-{2-[3-(2-cyclopentane- 
1 5 carbonyl-4-methyl-phenyl)-ureidol-thiazole-5-sulfanyl}-ethyl) carbamic add tert-butyl ester 
(252 mg. 0.5 mmol) by oxidation with m-cpba following the general procedure R. 

LC-MS (m/z): 537 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 1.44 (s, 9H). 1.71 (m, 4H), 
1.91 (m. 4H), 2.38 (s, 3H), 3.46 (t, 2H). 3.78 (m. 3H), 3.81 (m, 1H), 7.39 (d, 1H). 7.75 (d, 2H), 
8.43 (d, 1H). 11.40 (br, 1H), 11.66 (br, 1H). 

20 

Example 300 

2-{2-[3-(2-Cydopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazole-5-sulfonyl}-ethyl 
ammonium; chloride 
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2^2-[3-(2-Cydopentanecarbony^ 
ammonium; chloride (185 mg, 85%) was prepared by reacting (2-{2-[3-(2-cyclopentane- 
rarbonyt^me%l-phenyl)-ureido^ acid tert-butyl ester 

5 (253 mg, 0,5 mmol) with 4 N HCI in dioxane 

LC-MS (m/z): 438 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 6 1.61(m, 4H), 1.72 (m, 
2H), 1.88 (m, 2H), 2.34 (s, 3H), 3.01(br, 2H), 3.70 (t, 2H), 3.88 (m, 1H), 7.41 (d, 1H), 7.87 (s, 
1H), 8.13 (d, 1H), 8.15 (br, 1H). 10.75 (br, 1H), 11.62 (br, 1H). 



10 Example 301 

1-(2-C^dopentanecarbonyl^methyl-phenyl)-3-[5-(2<limethyIamino-ethylsulfanyl)- 
thiazol-2-yl]-urea 




N— 

/ 

1-(2-CycIopentanerarbonyl-4n7iethyl-phenyl^^ 
1 5 thiazol-2-yl]-urea (1 30 mg f 30 %) was prepared from 1 -(5-bromo-thiazol-2-yl)-3-(2-cyclo 
pentanecarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol) and 2-dimethylamino-ethanethiol 
(210 mg, 2 mmol) following the general procedure Q. 

LC-MS (m/z): 433 (M+1)*; 'H NMR (400 MHz, CDCI 3 ): 5 1.71 (m, 4H), 1.92 (m, 4H), 
2.24 (s, 6H), 2.38 (s, 3H), 2.55(m, 2H), 2.83 (m, 2H), 3.78 (m, 1H), 7.36 (d, 1H), 7.69 (s, 1H), 
20 7.74(s, 1 H), 8.44 (d. 1 H), 1 1 .65 (br, 1 H). 



Example 302 
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1-(2-(tydopentanecartw^ 
2-ylJ- urea 



1 ^2-tydopentanerarbonyl^methyli>henyl)-3^ 
2-yI]- urea (114 mg, 28 %) was prepared from 1-(5-bromo-thiazol-2-yl)-3-(2-cydo 
pentanecarbonyM-methyl-phenyl)-urea (408 mg, 1 mmol) and 2-hydroxy-ethanethiol (158 
mg, 2 mmol) following the general procedure Q. 

LC-MS (m/z): 406 (M+1)*; 'H NMR (400 MHz, CDCIa/acetone-de): 6 1.52 (m, 4H), 
1.68 (m, 2H), 1.75 (m, 2H), 2.33 (s, 3H), 2.71 (t. 3H), 3.58 (m, 2H), 3.90 (m, 1H), 7.17 (d, 
1H), 7.31 (s, 1H), 7.56 (s, 1H), 8.27 (d, 1H), 11.20 (br, 1H). 

Example 303 

1-(2-Cydopentanec^rbonyW-methyl-phenyl)-3^5-(2-hydroxy^thylsulfonyl)-thiazol- 
2-yI]-urea 



1 -(2-CydopentanecartonyM-methyl^ 
2-yl]-urea (153, 70%) was prepared from 1-(2-cydopentanecarbonyl-4-methyl-phenyl)-3-[5- 
(2-hydroxy-ethylsulfanyl)-thiazol-2-yl]-urea (204 mg, 0.5 mmol) by oxidation with ni-cpba 
following the general procedure R. 

LC-MS (m/z): 438 (M+1f; 1 H NMR (400 MHz, CDCfe/acetone-de): 5 1.66 (m, 4H), 
1.89 (m, 4H), 2.37 (s, 3H), 3.48(m ( 2H), 3.72 (m, 2H), 4.07 (m, 2H), 7.37 (d, 1H), 7.54 (d, 
1H), 7.66 (d, 1H), 8.01 (d, 1H), 11.88 (br, 1H). 




OH 




OH 
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Example 304 

1-(2-Cydopentanerai*onyl^methyl-phenyl)-3-[5-(p 

urea 




5 1 -(2-CydopentanecaifconyM-methy^ -thiazol-2-yI]- 

urea (140 mg, 32 %) was prepared from 1-(5-bromcHthiazol-2-yl)-3-(2<yclo pentanecarbonyl- 
4-methyl-phenyl)-urea (408 mg, 1 mmol) and 2-mercaptopyridine (222 mg, 2 mmol) following 
the general procedure Q. 

LC-MS (m/z): 439 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.63 (m, 4H) ( 1.86 (m, 4H). 
10 2.37 (s, 3H), 3.76 (m, 1H), 7.04 (m, 2H), 7.37 (d, 1H), 7.51 (m, 1H), 7.73 (s, 1H) f 7.92 (s t 1H), 
8.42 (d, 1H), 8.48 (d, 1H). 11.16 (br, 1H), 11.81 (br, 1H). 



Example 305 

1-(2-CyclopentanerartonyW-methyl-phen 

15 urea 




1-(2-CydopentanecarbonyM-methyI-phenyl)-3-[5^ 
urea (176 mg, 75%) was prepared from 1-(2-cydopentanecarbonyl-4-methyl-phenyl)-3-[5- 
(pyridine-2-sulfanyl)-thiazol-2-yl]-urea (219 mg, 0.5 mmol) by oxidation with m-cpba following 
20 the general procedure R. 

LC-MS (m/z): 471 (M+1)*; ! H NMR (400 MHz, CDCI 3 ): 5 1.68 (m, 4H), 1.93 (m, 4H), 
2.39 (s, 3H), 3.79 (m, 1H), 7.39 (d, 1H), 7.48 (m, 1H), 7.76 (s, 1H), 7.93 (dd, 1H), 8.15 (d, 
1H), 8.33 (br, 1H), 8.42 (d, 1H). 8.70 (d, 1H), 10.8 (br, 1H), 11.93 (br, 1H). 
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Example 306 

1 -(2<tydopentanerarbonyl^m^ 

ylj-urea 




1 -(2-(^dopentanecarbonyl^methyl-phenyl)-3-[5-(pyrimidin^^ -thiazoI-2- 
yQ-urea (142 mg, 32 %) was prepared from 1-(5^romo-thiazol-2-yl)-3-(2-cydo 
pentanecarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol) and 2-mercaptopyrimidine (222 
mg, 2 mmol) following the general procedure Q. 

LC-MS (m/z): 440 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 6 1.64 (m, 4H), 1.89 (m, 4H), 
2.36 (s, 3H), 3.81 (m. 1H), 7.01 (t, 1H), 7.34 (d, 2H), 7.72 (s, 1H), 7.87 (s, 1H), 8.47 (d f 1 H), 
8.58 (d, 1H), 8.67 (d, 1H), 11.70 (br, 1H), 11.78 (br, 1H). 

Example 307 

1-(2-CydopentanecarbonyM-methyl-pheny^ 

yl]-urea 




1-(2-CydopentanerarbonyM-methyl-phenyl)-3-[5-(pyrimidine-2-sulfonyl)-thiazol-2-yl]- 
urea (169 mg, 72%) was prepared from 1-(2-cydopentanecarbonyl-4-methyl-phenyl)-3-[5- 
(pyrimidine-2-sulfanyl)-thiazol-2-yl]-urea (220 mg, 0.5 mmol) by oxidation with m-cpba 
following the general procedure R. 
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LC-MS (m/z): 472 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 8 1.71 (m, 4H), 1.91 (m, 4H), 
2.38 (s, 3H),.3.78 (m f 1H), 7.39 (d, 1H), 7.49 (t, 1H), 7.76 (s f 1H), 8.31 (s. 1H), 8.43 (d, 1 H), 
8.93 (d, 2H), 11.80 (br, 1H), 11.94 (br, 1H). 



5 Example 308 

1 -(2-Cydopentanecarbonyl^methy^ 

urea 




1 -(2-Cydopentanecarbonyl^-methyl-phenyl)-3-[5-(pyridin-4-ylsu!fanyl) -thiazol-2-yl]- 
10 urea (110 mg, 25 %) was prepared from 1-(5-bromo-thiazol-2-yl)-3-(2-cyclo pentanecarbonyl- 
4-methyl-phenyl)-urea (408 mg, 1 mmol) and 4-mercaptopyridine (222 mg, 2 mmol) following 
the general procedure Q. 

LC-MS (m/z): 439 (M-Mf ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.62 (m, 4H), 1.84 (m, 4H), 
2.35 (s, 3H), 3.73 (m, 1H), 7.10 (d, 2H), 7.34 (d, 2H), 7.71 (s t 1H) ( 7.95 (s, 1H), 8.38 (d, 1H), 
1 5 8.42 (d, 1 H), 1 1 .65 (br, 1 H), 1 1 .75 (br, 1 H). 



Example 309 

1 -(2-Cyclopentanecarbonyl-4-methyt-phenyl)-3-[5-(1 -methyl-1 H-imidazol-2- 
ylsulfanyl)-thiazol-2-yQ-urea 




1 -(2-CyclopentanecarbonyM-methyl-phenyl)-3-[5-(1 -methyM H-imidazol-2- 
ylsulfanyl)-thiazol-2-yQ-urea (141 mg, 32 %) was prepared from 1-(5-bromo-thiazol-2-yl)-3-(2- 
cyclo pentanecarbonyl-4-methyI-phenyl)-urea (408 mg, 1 mmol) and 1 -methyM H-imidazole- 
2-thiol (228 mg, 2 mmol) following the general procedure Q. 
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LC-MS (m^r): 442 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 8 1.66 (m, 4H). 1.88 (m, 4H), 
2.35 (s f 3H), 3.74 (m, 1H), 3.77 (s, 3H), 6.93 (s, 1H), 7.06 (s, 1H), 7.32 (d ( 1H), 7.69 (s, 1H), 
7.82 <$, 1H) f 8.40 (d, 1H), 11.51 (br, 1H), 12.20 (br t 1H). 



5 Example 310 

1 -(2-Cydopentanecarbonyl-4-methyI-phenyl)-3-[5-(1 H-imidazol-2-yIsuIfanyI)-thiazol- 
2-yl]-urea 




1-(2-CydopentanecarbonyM-methyl-phenyl)-3-[5-(1H-imidazol-2-ylsulfan^^ 
10 2-yl]-urea (149 mg f 35 %) was prepared from H5-bromo4hiazo!-2-yl)-3-(2-cydo 

pentanecarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol) and 1H-imidazole-2-thioI (200 mg, 
2 mmol) following the general procedure Q. 

LC-MS (m/z): 428 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.70 (m, 4H), 1.91 (m, 4H) P 
2.37 (s, 3H), 3.83 (m, 1H), 7.10 (s, 1H) t 7.34 (d, 1H), 7.57 (s f 2H), 7.66 (s, 1H), 7.78 (s, 1H), 
15 8.42(d, 1H), 11.22 (br,1H). 



Example 311 

1-(2-Cyclopentanecarbonyl-4-methyl-phe^ 

yl]-urea 



20 




1-(2-Cydopentanecarbonyl^methyl-phenyl)-3-[5-(7H-purin-6-ylsulfanyl)-thiazol-2-yl]- 
urea(124 mg, 28%) was prepared from 1-(5-bromo-thiazol-2-yl)-3-(2-cycIo pentanecarbonyl- 
4-methyl-phenyl)-urea (408 mg, 1 mmol) and 7H-purine-6-thiol (304 mg, 2 mmol) following 
the general procedure Q. 
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LC-MS (m/z): 480 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.61 (m. 4H), 1.81 (m, 4H), 
2.26 (s, 3H), 3.64 (m. 1H), 7.21 (d, 2H), 7.54 (d, 2H), 8.02 (s, 1H), 8.26 (d, 1H), 8.56 (s t 1H) f 
11.12(br. 1H). 11.62 (br, 1H). 



5 Example 312 

2^2^3^2^dopentanera*onyl^meth^ 
nicotinic acid methyl ester 




2^2-[3^2-Cydopentanerarbonyl-4-methyl-phenyl)-^^ 
10 nicotinic acid methyl ester (124 mg, 25%) was prepared from 1-(5-bromo-thiazol-2-yl)-3-(2- 
cyclo pentanecarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol) and 2-mercapto-nicotinic 
acid methyl ester (340 mg, 2 mmol) following the general procedure Q. 

LC-MS (m/z): 497 (M+1) + ; 1 H NMR (400 MHz, CDCfe): 5 1.64 (m, 4H), 1.85 (m, 4H), 
2.36 (s, 3H), 3.74 (m, 1H), 3.98 (s, 3H), 7.08 (dd, 1H), 7.34 (d, 2H), 7.71 (s, 1H), 7.79 (s 1H), 
15 8.22 (dd, 1H), 8.45 (d, 1H), 8.49 (dd, 1H), 11.45 (br, 1H), 11.75 (br, 1H). 



Example 313 

2-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureidoHhiazol-5-ylsulfanyl}- 
nicotinic acid 




2-{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-5-ylsulfanyl}- 
nicotinic acid (186 mg, 75 %) was prepared from 2^2-[3-(2-cyclopentanecarbonyI-4~methyl- 
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phenyl)-ureido]-thia2ol-5-ylsulfanyl}-nicotinic acid methyl ester (248 mg, 0.5 mmol) following 
the general procedure J. 

LC-MS (m/z): 483 (M+1)*; 'H NMR (400 MHz, DMSO-d 6 ): 6 1.62 (m, 4H), 1.75 (m, 
2H), 1.89 (m, 2H) t 2.33 (s, 3H), 3.88 (m, 1H) ( 7.23 (dd, 1H). 7.39 (d, 1H), 7.47 (s, 1H), 7.86 
5 (s, 1H), 8.19 (m, 2H), 8.24 (dd, 1H) f 10.70 (br, 1H), 12.23 (br f 1H) 



Example 314 

2^2-[3^2-Ctydopentanecarbonyl-4-me%l-phenyl)-^^^ 
nicotinic acid methyl ester 




2^2-[3-(2-Cyclopentanerart>onyl^meth^ 
nicotinic acid methyl ester (185 mg, 70%) was prepared from 2-{2'[3-(2' 
<^clopentanec#rbonyl-4-methyl-phenyl)-ureM^^ acid methyl 

ester (248 mg, 0.5 mmol) by oxidation with ro-cpba following the general procedure R. 
15 LC-MS (m/z): 529 (M+1f, 1 H NMR (400 MHz, CDCI 3 ): 5 1.68 (m, 4H), 1.85 (m, 2H), 

195 (m, 2H), 2.38 (s, 3H), 3.95 (m, 1H), 3.99 (s, 3 H), 7.42 (d, 1H), 7.79 (dd, 2H), 7.97 (s, 
1H), 8.14 (s, 1H), 8.15 (d. 1H), 8.82 (d, 1H), 8.79 (d, 1H), 11.35 (br, 1H), 11.68 (br, 1H). 



Example 315 

20 2-{2-[3-(2-Cydopentanerarbonyl-4-methyl-phenyl)HjreidoHhiazol-5-ylsulfonyll}- 
nicotinic acid 




WO 2004/002481 



PCT/DK2003/000449 



358 

2^2-{3^2-Cyclopentanecarbony1^methy^ 
nicotinic add (200 mg, 78 %) was prepared from 2-{2-[3-{2-cyclopentanecarbonyl-4-methyl- 
phenyl)-ureido]-thia2ol-5-ylsulfonyll}-nicotinic acid methyl ester (264 mg f 0.5 mmol) following 
the general procedure J. 

LC-MS (m/z): 515 (M+1) + ; 1 H NMR (400 MHz, acetone-d 8 ): 8 1.67 (m, 4H) f 1.84 (m, 
2H), 1.95 (m, 2H), 2.38 (s, 3H), 3.95 (m, 1H), 7.44 (d f 1H), 7.76 (dd, 1H) t 7.96 (s, 1H), 8.05 
(s, 1H), 8.18 (d, 1H), 8.42 (d, 1H), 8.77 (d, 1H), 11.23 (br, 1H), 11.36 (br, 1H). 

Example 316 

6-{2-[3^2-Ctydopentanecaitonyl^methyl-phenyl^^ 
nicotinic add methyl ester 




6^2^3-(2-Cyclopentanerarbonyl-4-methyl-phenyI)-ureido]-thiazol-5-ylsulfanyl}- 
nicotinic add methyl ester (100 mg, 20%) was prepared from 1-(5-bromo-thiazoi-2-yI)-3-(2- 
cyclo pentanecarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol) and 6-mercapto-nicotinic 
acid methyl ester (340 mg, 2 mmol) following the general procedure Q. 

LC-MS (m/z): 497 (M+1f; 1 H NMR (400 MHz, CDCI 3 ): 5 1.64 (m, 4H), 1.85 (m, 4H), 
2.33 (s, 3H), 3.79 (m, 1H), 3.99 (s, 3H), 7.10 (dd, 1H), 7.34 (dd, 1H), 7.71 (s, 1H), 7.79 (s 
1H), 8.22 (dd, 1H), 8.45 (d, 1H), 8.50 (dd, 1H), 8.79 (s, 1H), 11.50 (br, 1H), 11.75 (br, 1H). 

Example 317 

6-{2^3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-5-ylsulfanyl}- 
nicotinic add 
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6-{2-[3-(2-Cydopentanerarbonyl^methyl-phenyl)^ 
nicotinic acid (169 mg, 70 %) was prepared from 6-{2-[3-(2-cyclopentanecarbonyl-4-methyl- 
phenyl)-ureido]-thiazol-5-ylsuIfanyl}-nicotinic acid methyl ester (248 mg, 0.5 mmol) following 
5 the general procedure J. 

LC-MS (m/z): 483 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.62 (m, 4H). 1.75 (m, 
2H), 1.89 (m, 2H), 2.33 (s, 3H), 3.89 (m, 1H), 7.12 (d, 1H), 7.38 (d, 1H), 7.75 (s f 1H), 7.87 (s, 
1H), 8.12 (dd f 2H), 8.24 (dd, 1H), 8.85 (s. 1H), 10.76 (br, 1H), 12.60 (br, 1H). 



10 Example 318 

642^3-(2-CydopentanerarbonyM-methyl-phenyl)-ureido]-thiazol-5-ylsulfonyl}- 
nicotinic acid methyl ester 




6-{2-[3^2-Cyclopentanecarbonyl^methyl-phenyl)-ureido]-thiazol-5-ylsulfonyl}- 
15 nicotinic acid methyl ester (172 mg, 65%) was prepared from 6-{2-[3-(2-cyclopentane- 
carbonyl-4-methyl-phenyl)-ureido]4hiazol-5-ylsulfanyl}-nicotinic acid methyl ester (248 mg, 
0.5 mmol) by oxidation with ro-cpba following the general procedure R. 

LC-MS (m/z): 529 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 6 1.74 (m, 4H), 1.97 (m, 4H), 
2.38 (s, 3H), 3.81 (m, 1H), 3.98 (s, 3H), 7.44 (t, 1H), 7.58 (d, 1H), 8.02 (dd, 1H), 8.11 (s, 1 
20 H), 8.23 (d, 1H), 8.52 (dd, 1H), 9.26 (d, 1H), 10.56 (br, 1H), 12.11 (br, 1H). 
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Example 319 

pyridine-2-carboxylic acid methyl ester 




3^2^3-(2-CydopentanecarbonyM-methyl-ph 
pyridine-2-carboxyIic acid methyl ester (149 mg, 30%) was prepared from 1-(5-bromo- 
thiazol-2-yl)-3-(2-cydo pentanecarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol) and 3- 
mercapto-pyridine-2-carboxylic acid methyl ester (340 mg, 2 mmol) following the general 
10 procedure Q. 

LC-MS (m/z): 497 (M+1f ; 'H NMR (400 MHz, CDCI 3 ): 8 1.59 (m f 4H), 1.80 (m, 2H), 
1.91 (m f 2H), 2.37 (s, 3H), 3.73 (m, 1H), 4.01 (s, 3H), 7.29 (dd, 1H), 7.36 (d, 1H), 7.52 (dd, 
1H), 7.72 (s, 1H), 7.97 (s, 1H), 8.11 (dd, 1H), 8.46 (m, 1H), 11.83 (br, 1H). 



15 EXAMPLE 320 

3^2-[3-(2-Cydopentanecarbonyl^methyl-ph 
pyridine-2-carboxylic acid 




3^243-(2-Cyclopentanecaitonyl^memyl-phenyl)-ureido]-thiazol-5-ylsulfanyl}- 
20 pyridine-2-carboxylic acid (181 mg, 75 %) was prepared from 3-{2-[3-(2-Cyctopentane- 

carbonyl^methyl-phenyt)-ureido]4hiazoI-5-yte^ acid methyl ester 

(248 mg, 0.5 mmol) following the general procedure J. 
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LC-MS (m/z): 483 (M+1f ; 1 H NMR (400 MHz, DMSO-d 6 ): 8 1.62 (m, 4H), 1.75 (m. 
2H), 1.91 (m, 2H), 2.32 (s, 3H), 3.88 (m, 1H), 7.38 (d, 2H), 7.51 (dd, 1H), 7.72 (s. 1H) t 7.87 
(s, 1H) f 8.13(d, 1H), 8.44 (d, 1H), 10.74 (br, 1H), 12.25 (br, 1H). 



2^2-[3-(2^clopentanerarbonyl^methyi-phen 
imidazoIe-4-carboxylic acid ethyl ester 



1 0 imidazole-4-carboxyIic add ethyl ester (1 90 mg, 38%) was prepared from 1 -(5-bromo-thiazot- 
2-yl)-3-(2-cydo pentanecarbonyt-4-methyl-phenyl)-urea (408 mg, 1 mmol) and 2-mercapto- 
1H-imidazole-4-cart>oxylic add ethyl ester (340 mg, 2 mmol) following the general procedure 



LC-MS {m/z): 500 (M+1)*; *H NMR (400 MHz, CDCI 3 ): 6 1.27 (t, 3H), 1.62 (m, 4H), 
15 1.72 (m, 2H), 1.89 (m. 2H), 2.34 (s, 3H), 3.87 (m p 1H), 4.16 (q, 2H), 6.60 (br, 1H), 7.39 (d, 
1H), 7.70 (s, 1H), 7.82 (s, 2H), 8.15 (d, 1H), 10.22 (br, 1H), 11.90 (br, 1H). 

Example 322 

2^2^3-(2-CyclopentanecarbonyW-methyl-phe 
20 imidazole-4-carboxyIic acid 



5 



Example 321 




2^243-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-5-ylsulfanyl^1H- 
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2^2-[3-(2-Cydopentanerarbon^^ 
imidazole-4-carboxylic acid (167 mg, 71 %) was prepared from 2-{2-[3-(2-cyclopentane- 
raitonyl^-methyl-phenyl)-ureido]-thiazol-5-ylsulfanyl}«1 H-imidazole-4-carboxylic acid ethyl 
5 ester (250 mg, 0.5 mmol) following the general procedure J. 

LC-MS (m/z): 472 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 8 1.61 (m, 4H), 1.73 (m, 
2H), 1.89 (m, 2H), 2.33 (s, 3H), 3.87 (m, 1H), 6.53 (br, 1H), 7.37 (d, 1H), 7.64 (s, 1H), 7.83 
(s, 2H), 8.14 (d, 1H), 10.70 (br, 1H), 12.20 (br, 1H). 



10 



Example 323 

2^2-[3-(2-CydopentanerarbonyW-met^ 
imidazole-4-carboxylic add ethyl ester 




^ NH 



15 



2-{2-[3^2-Cyclopentanerarbonyl^me%^ 
imidazole-4-carboxylic acid ethyl ester (181 mg, 68%) was prepared from 2^2-[3-(2^ 
cydopentanerarbonyM-methyl-phenyl)-u^ 

carboxylic add ethyl ester (250 mg, 0.5 mmol) by oxidation with m-cpba following the general 
procedure R. 
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LC-MS (m/z): 532 (M+1f; 1 H NMR (400 MHz, CDCI 3 ): 5 1.27 (t t 3H), 1.71 (m, 4H), 
1.91 (m, 4H), 2.36 (s, 3H), 3.73 (m, 1H) f 4.38 (q, 2H), 6.98 (s, 1H), 7.34 (d, 1H) f 7.71 (s, 1H), 
7.83 (s, 1H), 8.22 (br, 1H), 8.38 (d, 1H), 11.80 (br, 1H). 

Example 324 

24243-(2-Cydopentanerarto^ 
imidazole-4-carboxylic acid 




2-{2-[3-(2-Cyclopentanecarbonyl^methyl-pheny^ 
10 imidazole-4-carboxylic acid (171 mg, 68 %) was prepared from 2-{2-[3-(2-cyclopentane- 
carbonyl^methyl-phenyl)-ureido]-thiazoI-5-ylsulfonyl}-1 H-imidazole-4-carboxylic acid ethyl 
ester (266 mg, 0.5 mmol) following the general procedure J. 

LC-MS (m/z): 504 (M+1) + ; 1 H NMR (400 MHz, DMSO-d 6 ): 8 1.61 (m, 4H), 1.75 (m, 
2H), 1.89 (m, 2H), 2.33 (s, 3H) f 3.88 (m, 1H), 7.41 (d, 1H), 7.53 (dd, 2H), 7.69 (dd, 1H), 7.88 
15 (m, 1 H), 8.01 (br, 1H), 8.14 (d, 1H), 10.86 (br, 1H). 



Example 325 

(3-Cydopentanerarbonyl^3-[5-(pyridin-2-^ 
acetic acid ethyl ester 



20 




WO 2004/002481 



PCT/DK2003/000449 



354 

(3^dopentanecaibonyl^3-[5-(^ 
acetic acid ethyl ester (153 mg, 30%) was prepared from {4-[3-(5-bromo-thiazol-2-yl)-ureido]- 
3-cyclopentanecarbonyl-phenyl}-acetic add ethyl ester (480 mg f 1 mmol) and 2-mercapto- 
pyridine (222 mg, 2 mmol) following the general procedure Q. 
5 LC-MS (m/z): 51 1 (M+1f; 'H NMR (400 MHz, CDCI 3 ): 5 1.26 (t, 3H), 1.61 (m, 4H), 

1.85 (m, 4H), 3.62 (s f 2H), 3.76 (m, 1H), 4.16 (q, 2H), 7,01 (dd, 1H), 7.06 (d, 1H), 7.45 (d. 
1H), 7.51 (d, 1H), 7.89 (s, 1H), 7.93 (s, 1H), 8.41 (dd, 1H), 8.55 (d, 1H), 11.70 (br, 1H), 1 1.89 
(br, 1H). 



10 Example 326 

(3-tydopentanerarbonyl-4-{3-[5-(pyridin-2^ 
acetic add 




(3-Cydopentanecart>onyl^3-[5-(pyridin-2-ylsulfanylHhiazol-2-yQ-ureido^phenylV 
15 acetic acid (173 mg, 72 %) was prepared from (3-cyclopentanecarbonyl-4-{3-[5-(pyridin-2- 
ylsulfanyl)-thiazol-2-yl]-ureido}-phenyl)-acetic add ethyl ester (255 mg, 0.5 mmol) following 
the general procedure J. 

LC-MS (m/z): 483 (M+1f ; 1 H NMR (400 MHz, Acetone d 8 ): 5 1.64 (m, 4H), 1.86 (m, 
2H), 1.98 (m, 4H), 3.71 (s, 2H), 3.94 (m, 1H), 7.08 (d, 1H), 7.15 (dd, 1H), 7.53 (d, 1H), 
20 7.61(s, 1H), 7.68 (m, 1H) f 8.11 (s, 1H), 8.39 (m, 1H), 8.52 (d, 1H) f 11.30 (br, 1H), 11.35 (br, 
1H). 



Example 327 

(3-Cyclopentanerarbonyl-4-{3-[5-(1H-imidazol-2-ylsulfanyl)-thiazol-2-yl]-ureido}- 
25 phenyl)acetic add ethyl ester 
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(3<tydopentanecarbonyl-4-{3-[5-(1H-imid^^ 
phenyl)acetic add ethyl ester (120 mg, 24%) was prepared from {4-[3-(54>romo-thiazol-2-yl)- 
ureido]-3-cydopentanecarbonyl-phenylVacetic add ethyl ester (480 mg, 1 mmol) and 1H- 
5 imidazole-2-thiol (200 mg, 2 mmol) following the general procedure Q. 

LC-MS (m/z): 500 (M+1) 4 ; 1 H NMR (400 MHz, CDCI 3 ): 8 1.21 (t, 3H), 1.58 (m, 4H), 
1.83 (m, 4H) f 3.61 (m, 3H), 4.17 (q, 1H), 6.73 (s, 1H), 7.04 (m, 2H), 7.38 (d, 1H), 7.61 (br, 
1H), 7.81 (s, 1H), 8.41 (d, 1H), 11.23 (br, 1H), 11.49 (br, 1H). 

10 Example 328 

(3-Cydopentanerarbonyl^3-[5-(1 Hnmid 
phenyl)-acetic add 



15 phenyl)-acetic add (177 mg, 72 %) was prepared from (3-cydopentanecarbonyl-4-{3-[5-(1H- 
imidazol-2-ylsulfanyl)-thiazol-2-yl]-ureido}-phenyl)-acetic add ethyl ester (250 mg, 0.5 mmol) 
following the general procedure J. 

LC-MS (m/z): 472 (M+1f; *H NMR (400 MHz, acetone d 6 ): 8 1.61 (m, 4H), 1.91 (m, 
4H), 3.58 (s, 2H), 3.72 (m, 1H), 6.77 (s, 1H), 7.04 (d, 1H), 7.33 m, 2H), 7.64 (br, 1H), 7.80 (s, 
20 1 H), 8.43 (d, 1 H), 1 1 .44 (br, 1 H), 1 1 .59 (br, 1 H). 
Example 329 

1- (2-CydopentanerarbonyW-me%l-phenyl^ 

2- yl]-urea 




(3-Cydopentanecarbonyl^3-[5-(1H-imidazol-2-ylsulfanylHhiazol-2-yl]-ure!do}- 
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1 -(2-Cyclopentanecarbonyl-4-methyl-phenyl)-3-[5-(1 -methyl-1 H-tetrazol-5- 
ylsutfanyl)-thiazol-2-yl]-urea (133 mg, 30 %) was prepared from 1-(5-bromo-thiazo1-2-yI)-3-{2- 
cyclopentanecarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol) and 1 -methyl-1 H-tetrazole-5- 
5 thiol (202 mg, 2 mmol) following the general procedure Y 

LOMS (m/2): 444 (M+1)*, % H NMR (400 MHz, CDCI 3 ): 6 1.70 (m, 4H), 1.91 (m, 4H), 
2.37 (s, 3H), 3,78 (m. 1H), 4.06 (s, 3H), 7.37 (d, 1H), 7.73 (s, 1H), 7.93 (s, 1H), 8.41 (d, 1H), 
9.30 (br,1H), 11.74 (br,1H). 



10 Example 330 

(5^2-[3-(2-Cydopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-5-ylsulfanyl}- 
tetrazol-1-yl)-acetic acid 




(5-{2-[3-(2-Cyclopentanerarbonyl-4-methyi-phenyi)-ureido]-thiazol-5-ylsulfanyl}- 
15 tetrazol-1-yI)-acetic acid (136 mg, 28 %) was prepared from 1-(5-bromo-thiazol-2-yl)-3-(2- 
cyclo pentanecarbonyt-4-methyl-phenyl)-urea (408 mg, 1 mmol) and (5-mercapto-tetrazol-1- 
yl)-acetic acid (320 mg, 2 mmol) following the general procedure Y. 

LC-MS (m/z): 488 (M+1)\ *H NMR (400 MHz, DMSO-d e ): 5 1.70 (m, 4H), 1.91 (m, 
4H), 2.34 (s, 3H), 3.89 (m, 1H), 5.48 (s, 2H), 7.42 (d, 1H), 7.81 (s, 1H), 7.88 (s, 1H). 8.17 (d, 
20 1H), 10.76 (br, 1H) t 12.25 (br, 2H). 

Example 331 

1 -(2-Cyclopentanecarbonyl-4-methyl-phenyl)-3-{5-[1 -(2-dimethylamino-ethy!)-1 H- 
tetrazol-5-yl$u!fanyl]-thia zol-2-yl}-urea 
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1 -(2-Cyclopentanecarbon^-4-methyl-phenyl)-3-{5-[1 -(2-dimethylamino-ethyl)-1 H- 
tetrazol-5-ylsulfanyO-thia zol-2-yi}-urea (125 mg, 25 %) was prepared from 1-(5-bromo- 
thiazol-2-yl)-3^2^clopentanecarbony!-4HTiethyl-phenyl)-urea (408 mg, 1 mmol) and 1-{2- 
5 dimethylamino-ethyl)-1 H-tetrazoIe-5-thiol (346 mg, 2 mmol) following the general 
procedure Y 

LC-MS (m/z): 501 (M+1)\ 1 H NMR (400 MHz, DMSO-d e ): 8 1.70 (m, 4H), 1.91 (m, 
4H), 2.28 (s, 6H), 2.34 (s, 3H), 2.76 (t, 2H), 3.74 (m, 1H), 4.42 (t, 2H), 7.32 (d, 1H), 7.68 (s, 
1H), 7.83 (s, 1H), 8.36 (d, 1H), 11.25 (br, 1H), 11.40 (br, 1H). 

10 

Example 332 

1 -(2-Cyclopentanecarbonyl-4-methyl-phenyl)-3-[5-(4H-[1 ,2,4]triazol-3-y Isuifanyl)- 
thiazol-2-yl]-urea 




1 5 1 -(2-Cyclopentanecarbonyl-4-methyl-phenyl)-3-[5-(4H-[1 ,2,4]triazol-3-ylsulfanyl)- 

thiazol-2-yl]-urea (129 mg, 30 %) was prepared from 1-(5-bromo-thiazoI-2-yl)-3-(2-cyclo 
pentanecarbonyl-4-methy!-phenyl)-urea (408 mg, 1 mmol) and 2H-[1 ,2,4]triazole-3-thiol 
(202 mg, 2 mmol) following the general procedure Y 
LC-MS (m/z): 429 (M+1f , 1 H NMR (400 MHz, DMSO-d e ): 5 1.63 (m, 4H) ( 1.70 (m, 
20 2H), 1.91 (m, 2H), 2.34 (s, 3H), 3.89 (m, 1H), 7.41 (d, 1H), 7.63 (s, 1H), 7.87 (s, 1H), 8.17 (d, 
1H), 10.72 (br, 1H), 12.18 (br,1H). 



Example 333 
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1 ^2<^opentanecarbonyf-4-methyl-phenyl)-3-t5-(4-methyl-4H-[1 ,2,4]triazol-3- 
ylsulfanyl)-thiazol-2-yl]-urea 




1-(2-Cy(^pentanerarbonyl^methyli)henyl)-3H5-(4^ethyMH-[1,2,4]tria2ol-3- 
5 ylsulfanyl)-thiazol-2-yQ-urea (125 mg, 25 %) was prepared from 1-(5-bromo-thiazol-2-yl)-3-(2- 
cydo pentanecarbonyl-4-methyl-phenyl)-urea (408 mg, 1 mmol) and 4-methyl-4H- 
[1,2,4]triazole-3-thiol (230mg, 2 mmol) following the general procedure Y 

LC-MS (m/z): 443 (M+1)*, 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.63 (m, 4H), 1.75 (m, 
2H), 1.91 (m. 1H), 2.34 (s, 3H), 3.70 (s. 3H), 3.89 (m, 1H). 7.41 (d, 1H). 7.73 (s, 1H), 7.87 (s, 
10 1H), 8.16 (d.1H), 8.62 (s,1H), 10.72 (br. 1H), 12.15 (br, 1H). 



Example 334 

1 -(2-Cyclopentanecarbonyl-4-methyl-phenyl)-3-[5-(4-methyl-4H-[1 ,2,4]triazole-3- 
sulfonyl)-thiazol-2-yl]-urea 




1-(2^dopentanecaroonyl^memyl-phenyl>-3-[5-(4-methyl-4H-[1,2,4ltriazole-3- 
sulfonyl)-thiazol-2-yl]-urea (171 mg, 72%) was prepared from 1-(2-cyclopentanecarbonyl-4- 
methyl-phenyl)-3-[5-(4-methyl-4H-[1,2,4]triazole-3-sulfanyl)-thiazol-2-yl]-urea (221 mg, 0.5 
mmol) by oxidation with m-cpba following the general procedure R 
20 LC-MS (m/z): 475 (M+1 )*, 1 H NMR (400 MHz, DMSO-d 8 ): 8 1 .73 (m. 4H), 1 .85 (m, 

2H). 1.91 (m, 2H), 2.34 (s. 3H), 3.70 (s, 3H), 3.89 (m. 1H), 7.51 (d. 1H), 7.73 (s, 1H), 7.87 (s, 
1H). 8.16 (d. 1H), 8.62 (s, 1H), 10.72 (br, 1H), 12.15 (br, 1H). 
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Example 335 

(4^2-t3-(2<tyclopentanecato 
phenyl)-acetic acid 



(4^2-[3-(2-Cydopentanerarbonyl^meth^ sutfanyl}- 
phenyl)-acetic acid (140 mg, 30 %) was prepared from 1-(5-bromo-thiazol-2-yl)-3-(2-cyclo 
pentanecarbonyl-4-methyl-phenyl)-urea (408 mg t 1 mmol) and (4-mercapto-phenyl)-acetic 
acid (336 mg, 2 mmol) following the general procedure Y. 

(LC-MS {m/z): 496 (M+1f; 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.63 (m, 4H), 1.75 (rn, 
2H), 1.91 (m, 2H). 2.33 (s, 3H), 3.59 (s, 2H), 3.89 (m, 1H), 7.20 (m, 3H), 7.40 (d, 2H), 7.68 (s, 
1H), 7.87 (s, 1H), 8.16 (d, 1H), 12.36 (br, 3H). 

Example 336 

1 -(5-Aretyl^methyl-thiazol-2^ 



1 -(5-Acetyl^me%Mhiazol-2-yt)-3-(^^ 
(1 16 mg, 60 %) was prepared from (2-amino-5-methyl-phenyl)^dopentyl-methanone (102 
mg, 0.5 mmol) and 1-(2-amino-4-methyl4hiazol-5-yl)-ethanone (94 mg, 0.6 mmol) following 
the general procedure D. 

LOMS (m/z): 386 (M+1)\ 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.63 (m, 4H), 1.76 (m, 
2H), 1.91 (m, 2H), 2.35 (s, 3H), 2.45 (s, 3H), 2.55 (s, 3H), 3.89 (m, 1H), 7.42 (d, 1H), 7.88 (s, 
1H), 8.20 (s, 1H), 10.80 (br, 1H), 12.25 (br, 1H). 




PH 




CH 3 



WO 2004/002481 



370 



PCT/DK2003/000449 



Example 337 

1 -(2<tydopentanecarbonyl^me^^ 




5 H2-Cyctopentanecarbonyl-^ (103 mg, 55 

%) was prepared from (2-amino-5-methyl-phenyl)-cyclopentyl-methanone (102 mg, 0.5 
mmol) and 5-nitro-thiazol-2-ylamine (87 mg, 0.6 mmol) following the general procedure D. 

LC-MS (m/z): 375 (M+1)\ 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.64 (m, 4H), 1.76 (m, 
2H), 1.91 (m, 2H), 2.36 (s, 3H), 3.91 (m, 1H), 7.44 (d, 1H), 7.91 (d, 1H), 8.21 (d, 1H), 8.58 (s, 
10 1H), 10.97 (br, 1H), 12.25 (br, 1H). 

Example 338 

1-(4-tert-ButyI-thiazol-2-yl)-3-(2-cyclopentanecarbonyl^methyl-pheny l)-urea 




1 5 1 -(4-tert-Butyl-thiazol-2-yl)-3-(2-cyclopentanecarbonyl-4-methyl-pheny l)-urea 

(127 mg, 66 %) was prepared from (2-amino-5-methyl-phenyl)-cyclopentyl- 
methanone (102 mg, 0.5 mmol) and 44ert-butyl-thiazoI-2-ylamine (94 mg, 0.6 mmol) 
following the general procedure D. 

LC-MS (m/z): 386 (M+1)\ 1 H NMR (400 MHz, DMSO-d 6 ): 8 1.24 (s, 9H), 1.62 (m, 
20 4H), 1.76 (m, 2H), 1.91 (m, 2H), 2.32 (s, 3H), 3.87 (m, 1H), 6.63 (s, 1H), 7.37 (d, 1H), 7.83 
(d, 1H), 8.13 (d, 1H), 10.53 (br, 1H), 11.82 (br, 1H). 



Example 339 
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H2^dopentanecarbonyl^methyH3henyl)-3-pyridin-2-yl-urea 




1-(2-tydopentanecartony!^mefo^ (94 mg, 58 %) was 

prepared from (2-amino-5-methyl-phenyl)^dopentyl-methanone (102 mg, 0.5 mmol) and 2- 
aminopyridine (57 mg, 0.6 mmol) following the general procedure D. 

LC-MS (m/z): 324(M+1)\ 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.63 (m, 4H), 1.76 (m, 
2H) f 1.91 (m, 2H), 2.35 (s, 3H), 3.90 (m, 1H), 6.03 (d, 1H), 7.42 (d, 1H), 7.80 (m, 4H), 8.21 
(s, 1H), 10.77 (br, 1H), 12.24 (br, 1H). 

Example 340 

1-(2-Cydopentanecarbonyl^methyl-phenyl>3-(5-fonT>yl-thiazoI-2-yl)-urea 



1-(2-Ctydopentanerartx)nyM-methyl-phenyl)-3^ (116 mg, 

65 %) was prepared from (2-amino-5-methyl-phenyl)-cyclopentyl-methanone (102 mg, 0.5 
mmol) and 2-amino-thiazol-5-carbaldehyde (77 mg, 0.6 mmol) following the general 
procedure D. 

LC-MS {m/z): 358 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 8 1.65 (m, 4H), 1.76 (m, 
2H), 1.90 (m, 2H), 2.35 (s, 3H), 3.89 (m 1H), 7.43 (d, 1H), 7.89 (d, 1H), 8.19 (d, 1H), 8.36 (s, 
1H), 9.89 (s. 1H), 10.85 (br, 1H), 12.5 (br, 1H). 




Example 341 

1-(2-Cydopentanerarbonyl^methyl-phenyl)^ 

yl]-urea 
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To a mixture of 2M aq NaHC0 3 (5 mL) and 1-(2-cyclopentanecarbonyI-4-methyl- 
phenyl)-3-(5~fbrmyMhiazol-2-yI)-urea (72 mg, 0.2 mmol) in THF (5 mL) was added 
hydroxylamine hydrochloride (200 mg) at room temperature with stirring. The resulting 
5 mixture was heated at 60 °C for 12 h. The reaction mixture was cooled and extracted with 
ethyl acetate. The organic layer was washed (brine), dried (Na2S0 4 ) and concentrated to 
obtain 1-(2<ydopentanecarlx>nyl^methyl-phenylV^ 
urea (56 mg, 76%) as a mixture of syn and anfnsomers. 
LC-MS (m/z): 373 (M+1)*. 

10 

Example 342 

{2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-5- 
ylmethyleneaminooxy}-acetic acid 




15 To a mixture of 2M aq NaHC0 3 (5 mL) and 1-(2-cyclopentanecarbonyl-4-methyl- 

phenyl)-3-(5-formyl-thiazol-2-yl)-urea (72 mg, 0.2 mmol) in THF (5 mL) was added 
hydroxylamine hydrochloride (200 mg) at room temperature with stirring. The resulting 
mixture was heated at 60 °C for 12 h. The reaction mixture was cooled, acidified to pH 6.5 
(citric acid) and extracted with ethyl acetate. The organic layer was washed (brine), dried 

20 (NazSO^ and concentrated to obtain {2-[3-(2-cyclopentanecarbonyl-4-methyl-phenyl)- 
ureido]-thiazol-5-ylmethyleneaminooxy}-acetic acid (56 mg, 76%) as a mixture of syn and 
anti-isomers. 

LC-MS (m/z): 431 (M+1f. 

25 Example 343 
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({243^2<^opentanecarbonyl^^ 
acetic acid methyl ester 




({2-[3^2^dopentanecarbonyl^meto^ 
amino)-acetic acid methyl ester (38 mg, 45%) was prepared from ^-{2- 
cyclopentanecarbonyM-methyl-phen^^ {0.072 g, 0.2 mmol) 

and glycine methyl ester hydrochloride following the general procedure O. 

LC-MS (m/z): 431 (M+1f ; 'H NMR (400 MHz, DMSO-d 6 ): 5 1.64 (m, 4H), 1.76 (m, 
2H), 1.91 (m, 2H), 2.33 (s f 3H), 3.33 (s, 2H), 3.35 (br, 1H), 3.63 (s, 3H), 3.83 (s, 2H), 3.91 (m f 
1H) f 7.14 (s, 1H), 7.38 (d, 1H), 7.83 (s. 1H), 8.17 (s, 1H), 10.63 (br t 1H), 11.56 (br, 1H). 

Example 344 

3-{2-[3-(2-Cyclopentanerarbonyl^methyl-ph acid 
ethyl ester 



3^2-[3-(2-Cyclopentanerarbonyl^methyl-^ acid 
ethyl ester (96 mg, 80%) was prepared from 1-(2-cyclopentanecarbonyl-4-methyl-phenyl)-3- 
(5-foimyl-thiazol-2-yl)-urea (100 mg, 0.28 mmol) and (carbethoxymethylene)- 
triphenylphosphorane (0.12 g, 0.34 mmol) following the general procedure X 

LC-MS (m/z): 428 (M+1f , 1 H NMR (400 MHz, CDCI 3 ): 6 1.33 (t, 3H), 1.69 (m, 4H), 
1.92 (m, 4H), 2.38 (s, 3H), 3.78 (m, 1H), 4.24 (q, 2H), 6.10 (d, 1H), 7.25 (d, 1H), 7.38 (d, 1H), 
7.46 (m, 2H), 7.99 (s, 1H), 8.46 (d, 1H), 10.40 (br, 1H), 11.72 (br. 1H). 




Example 345 
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3K2-[3^2-Cydopentanerartx>nyl^ 
acid ethyl ester 



342^3^2^ydopentanecarbonyl^me acid 
5 ethyl ester was prepared from 3-{2-[3-{2-cyclopentanecarbonyl-4-methyl-phenyl)-ureidol- 
thiazoI-5-yI}-acrylic acid ethyl ester via hydrogenation under the conditions described in the 
general procedure C 

LC-MS (m/z): 430 (M+1)*. 

10 Example 346 

1-[2-(2-Methoxy-benzoyl)-5-methyl-phenyI]-3-thiazol-2-yl-urea 



(2-Amino-4-methyl-phenyl)-(2-methoxy-phenyl)-methanone (723 g, 30%) was 
prepared from 2-amino-4-methyl-benzoic acid (1.51g, 10 mmol) following the general 
15 procedure S. 1-[2-(2-methoxy-benzoyl)-5-methyl-phenyl]-3-thia20l-2-yl-urea (129 mg, 70 %) 
was prepared from (2-amino-4-methyl-phenyl)-(2-methoxy-phenyl)-methanone (121 mg, 0. 5 
mmol) and 2-aminothiazole (0.060 g, 0.6 mmol) following the general procedure D. 

LC-MS (m/z): 368 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 6 2.42 (s t 3H), 3.75 (s, 3H), 
6.78 (d, 1H), 6.91 (d, 1H) f 6.98 (d, 1H), 7.04 (t, 1H), 7.26 (t f 1H), 7.33 (d, 1H), 7.46 (m, 1H), 
20 7.64 (d, 1 H), 8.46 (s, 1H), 11 .02 (br, 1 H), 1 1 .67 (br, 1 H). 



H 3 C 





Example 347 
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1-[2-(2^ethoxy-benzoyI)-^methyl-phenyl]-3-thia2ol-2-yl-urea 




(2-Amino-5^ethyl-phenylH2-methoxy-phenyl}-methanone (843 g, 35%) was 
prepared from 2-amino-5-methyl-benzoic acid (1.51 g, 0.1 mol) following the general 



5 procedure S. 1-[2-(2-methoxy-benzoyl)^methyl-phenyl]-3-thiazol-2-yl-urea (132 mg, 72%) 
was prepared from (2-amino-5-methyl-phenylH2-methoxy-phenyl)-methanone (121 mg, 0.5 
mmol) and 2-aminothiazole (0.060 g, 0.6 mmol) following the general procedure D. 

LOMS (m/z): 368 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 6 2.23 (s, 3H), 3.76 (s, 3H), 
6.91 (d, 1H) f 7.01 (d, 1H), 7.05 (t f 1H), 7.23 (bs, 1H), 7.29 (d, 1H), 7.36 (d, 1H), 7.48 (t, 1H), 
10 7.59 (d, 1H). 8.48 (s, 1H), 10.56 (br, 1H), 11.45 (br, 1H). 



prepared from 2-amino-4-fluoro-benzoic acid (1.55 g, 0.1 mol) following the general 
procedure S. 1-[5-Fluoro-2-(2nmethoxy-benzoyl)-phenyl]-3-thiazol-2-yl- urea (127 mg p 68 %) 
was prepared from (2-amino-4-fluoro-phenyl)-(2-methoxy-phenyl)-methanone (123 mg, 0.5 
mmol) and 2-aminothiazole (0.060 g, 0.6 mmol) following the general procedure D. 



Example 348 

1 -[5-Ruoro-2-(2-methoxy-benzoyl)-phenylJ-3-thiazol-2-yl- urea 




15 



(2-Amino-4-fluoro-phenyl>-(2-methoxy-phenyl)-methanone (784 mg, 32 %) was 
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LC-MS (m/z): 372 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 3.75 (s, 3H), 6.66 (m, 1H), 
6.93 (d, 1H), 6.98 (t, 1H). 7.05 (t, 1H), 7.29 (d. 1H), 7.48 (m, 2H), 7.63 (d, 1H), 8.45 (dd, 1 H), 
1 1.18 (br.1H), 11.84 (br,1H). 



(2-Amino-4-fluoro-phenyl)-thiophen-2-yl-methanon8 was (618 g, 28%) was prepared 
from 2-amino-4-fluoro-benzoic acid (1.55g, 10 mmol) following the general procedure S. N- 
1 0 [5-Fluoro-2-(thiophene-2-rarbonyl)-phenyl]-N , -(thiazol-2-yl)urea (1 1 3 mg, 65 %) was 

prepared from (2-amino-4-fluoro-phenyl)-thiophen-2-yl-methanone (110 mg, 0.5 mmol) and 
2-aminothiazole (0.060 g, 0.6 mmol) following the general procedure D. 

LC-MS (m/z): 348 (M+1f ; 1 H NMR (400 MHz, DMSO-d 8 ): 5 7.03 (m, 1H), 7.12 (d f 
1H), 7.27 (t, 1H), 7.35 (d, 1H), 7.64 (d, 1H), 7.80 (dd, 1H), 8.07 (d, 1H). 8.14 (d, 1H), 9.63 (br, 
15 1H), 11.60 (br,1H). 

Example 350 

N-[2-(2-Methoxy-benzoyl)-5-methoxy-phenyl]-N , -(thiazol-2-yl)urea 



Example 349 

1 -[5-Ruoro-2-(thiophene-2-cart>onyl)-phenyI]-3-thiazol-2-yl- urea 





20 



(2-Amino4-methoxy-phenyl)-(2-methoxy-phenyl>-methanone (720 mg, 28 %) was 
prepared from 2-amino-4-methoxy-benzoic acid (1.67 g, 0.1 mol) following the general 
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procedures. N^2^ethoxy-benzoyl)-^^ (131mg,68 
%) was prepared from (2-amino^methoxy-phenyl)-(2-methoxy-phenyl)-methanone (129 mg, 
0.5 mmol) and 2-aminothiazole (0.060 g, 0.6 mmol) following the general procedure D. 

LC-MS (mfr): 384 (M+1f; 1 H NMR (400 MHz, CDCI 3 ): 8 3.77 (s, 3H) f 3.93 (s, 3H) f 
6.91 (d, 1H). 6.98 (d, 1H), 7.04 (t, 1H), 7.23 (d, 1H) f 7.25 (d, 1H), 7.36 (d, 1H), 7.45 (m, 1H), 
7.54 (br, 1H), 8.27 (d, 1H), 10.20 (br, 1H), 12.10 (br, 1H). 

Example 351 

(2^342-(2-Methoxy-benzoyl)-5-methyl-phenyfl-ure^^^ acid ethyl ester 



(2-{3-[2-(2-Methoxy-benzoyl)-5-methyl-phenyIl-ureido}-thiazol-4-yl)-acetic acid ethyl 
ester (163 mg t 72 %) was prepared from (2-amino-4-methyl-phenyl)-(2-methoxy-phenyl)- 
methanone (121 mg, 0.5 mmol) and (2-amino-thiazol-4-yl)-acetic acid 

ethyl ester (111 mg f 0.6 mmol) following the general procedure D. 

LC-MS (m/z): 454 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): S 1.25 (t, 3H). 2.40 (s, 3H), 
3.69 (s, 2H), 3.72 (s, 3H), 4.20 (q, 2H), 6.71 (s, 1H), 6.76 (d, 1H), 6.96 (d, 1H), 7.02 (t, 1H), 
7.23 (d, 1H), 7.30 (d, 1H), 7.44 (t, 1H), 8.47 (s. 1H), 9.47 (br, 1H), 11.57 (br, 1H). 




O 



O 



Example 352 
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(2^3-[2-(2-Methoxy-benzoyl)-5-methyl -phenyQ-ureido}-thia2ol-4-yi)-acetic acid 




(2-{3-[2-(2-Methoxy-benzoyl)-5-methyl -pheny0-ureido}-thiazol-4-yl)-acetic acid 
(181 mg, 85 %) was prepared from (2-{3-[2-(2Hmethoxy-benzoyl)-5-methyl -phenyfl-ureido}- 
5 thiazol-4-yl)-acetic acid ethyl ester (227 mg, 0.5 mmol) following the general procedure J. 

LC-MS (m/z): 426 (M+1f ; % H NMR (400 MHz, DMSO-d 6 ): 8 2.36 (s, 3H), 3.57 (s, 2H). 
3.68 (s, 3H), 6.86 (s, 1H), 7.07 (t, 1H), 7.22 (m, 2H), 7.31 (d, 1H), 7.50 (t, 2H), 8.26 (s, 1H), 
10.92 (br, 1H), 12.20 (br, 1H). 

10 Example 353 

2-(2-{3-[2-(2-Methoxy-benzoyl)- 5-methyl-phenyl]-ureidoHhiazol-4-yl)-N-methyl-acetamide 
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2-(2-{3-[2-(2-Methoxy-benzoyl)- 5^ethyl-phenyQ-ureido}-thia2ol-4-yl)-N-methyl- 
acetamide (164 mg, 75 %) was prepared from (2-{3-[2-(2-methoxy-benzoyl)-5-methyt - 
phenyl]-ureido>-thiazoI-4-yl)-aceticacid (213 mg, 0.5 mmol) and 1 N solution of methylamine 
in THF (0.5 mL, 0.5 mmol) following the general procedure K. 
5 LC-MS (m/z): 439 (M+1f; ? H NMR (400 MHz, CDCI 3 ): 6 2.41 (s, 3H), 2.74 (d, 3H), 

3.62 (s, 2H), 3.73 (s, 3H), 6.66 (s, 1H) f 6.79 (d, 1H) f 6.97 (d. 1H) ( 7.03 (t, 1H), 7.24 (d, 1H), 
7.32 (d, 1H), 7.46 (m f 1H) f 8.45 (s, 1H) f 11.60 (br, 1H), 11.82 (br, 1H). 

Example 354 

1 0 2-(2-{3-[2-(2-Methoxy-benzoyl)- 5-methyl-phenyl]-ureidoHhiazol-4-yl)-N-(methoxy-ethyl)- 
acetamide 




2-(2-{3-[2-(2-Methoxy-benzoyl)- 5-methyl-phenyl]-ureidoHhiazol-4-yl)-N-(methoxy- 
ethyl>acetamide (169 mg, 70 %) was prepared from (2^3-[2-(2-methoxy-benzoyl)-5-methyl - 
15 phenyQ-ureido}-thiazol-4-yl)-acetic acid (213 mg t 0.5 mmol) and 2-methoxyethytamine (38 
mg, 0.5 mmol) following the general procedure K. 

LC-MS (m/z): 483 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 8 2.41 (s, 3H), 3.33 (s, 3H), 
3.48 (m, 4H), 3.61 (s, 2H), 3.73 (s, 3H), 6.65 (s, 1H), 6.76 (d f 1H), 6.97 (d, 1H), 7.03 (t, 1H), 
7.25 (d, 1H), 7.31 (d, 1H) f 7.42 (bs f 1H) t 7.46 (m, 1H), 8.48 (s, 1H), 10.02 (br, 1H), 11.62 (br f 
20 1H). 

Example 355 

N-(2-Methanesulfonyl-ethyl)-2-(2-{3-l2-(2-methoxy-benzoyl)- 5-methyl~phenyl]- 
ureido}-thiazol-4-yl)-acetamide 
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N-(2-Methanesulfonyl-ethyl)-2-(2-{3^[2-(2-methoxy-benzoyl)- 5-methyl-phenyQ- 
ureidoHhiazol-4-yl)-acetamide (181 mg, 68 %) was prepared from (2-{3-[2-(2-methoxy- 
benzoyl)-5-methyl -phenyl]-ureido}-thiazoI-4-yl)-acetic acid (213 mg, 0.5 mmol) and 2- 
5 methanesulfonyl-ethytamine (61 mg, 0.5 mmol) following the general procedure K. 

LC-MS {m/z): 531 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 2.41 (s. 3H) f 2.93 (s, 3H), 
3.33 (t, 3H), 3.63 (s, 2H), 3.74 (s, 3H), 3.78 (m, 2H). 6.61 (s, 1H), 6.76 (d, 1H), 6.98 (d, 1H), 
7.04 (t, 1H), 7.25 (d, 1H), 7.31 (d, 1H) t 7.46 (m, 1H), 7.97 (t, 1H), 8.48 (s, 1H). 11.40 (br, 1H), 
11.51 (br, 1H). 

0 

Example 356 

(2^3-[5-Fluoro-2-(2-Methoxy-benzoyl)-phenyO-ureidoHhiazol-4-yl)-acetic acid ethyl 

ester 
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(2^5-Ruor<>2-(2-Methoxy-be^^ add ethyl 

ester (164 mg f 72 %) was prepared from (2-amino-4-fluoro-phenylH2-methoxy-phenyl)- 
methanone (123 mg, 0.5 mmol) and (2-amino-thiazol-4-yl)-acetic add 

ethyl ester (1 1 1 mg f 0.6 mmol) following the general procedure ( D). 

LC-MS (m/fc): 458 (M+1f ; 1 H NMR (400 MHz, CDCb): 6 1.24 (t, 3H), 3.68 (s, 2H), 
3.78 (s, 3H), 6.68 (s, 1H), 6.74 (d, 1H), 6.93 (d, 1H), 7.06 (t, 1H) f 7.24 (m. 1H). 7.30 (d, 1H), 
7.44 (t, 1H), 8.47 (s, 1H) f 9.47 (br, 1H), 11.57 (br, 1H). 

Example 357 

(2^3-[5-Fluoro-2-(2-methoxy-benzoy^ add 



(2^3-[5-Fluoro-2-(2-methoxy-benzoyl)-phenyl]-ureidoHhiazol-4-yl)-acetic acid 
(161 mg, 75 %) was prepared from (2-{3-[5-fluoro-2-(2-methoxy-benzoyl)-phenyl]-ureido}- 
thiazol-4-yl)-acetic acid ethyl ester (229, 0.5 mmol) following the general procedure J. 

LC-MS (m/z): 430 (M+1f ; 1 H NMR (400 MHz, DMSO-d 6 ): 6 3.57 (s, 2H), 3.69 (s, 3H), 
6.89 (m, 2 H), 7.08 (t, 1H), 7.18 (d, 1H), 7.33 (d, 1H), 7.40 (m, 1H) f 7.54 (m, 1H), 8.28 (d, 
1H), 11.12 (br, 1H), 12.32 (br,1H). 




O 



O 



Example 358 

2-(2-{345-Fluoro-2-(2-methoxy-benzoyl)-phenyl]-ureidoHhiazol-4-yl)-N-methyl- 
acetamide 
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O 



2-(2^3-[5-Fluoro-2^2^ethoxy^ 
acetamide (144 mg, 65 %) was prepared from (2-{3-[5-fIuoro-2-(2-methoxy-benzoyl)-phenyl]- 
ureido}-thiazol-4-yl)-acetic acid (215 mg, 0.5 mmol) and 1N solution of methyl amine in THF 
(0.5 mL, 0.5 mmol) following the general procedure K. 

LC-MS (m/z): 443 (M+1f ; 'H NMR (400 MHz, CDCI 3 ): 6 2.71 (d, 3H) f 3.66 (s, 2H) f 
3.70 (s, s, 3H), 6.64 m, 2H), 6.85 (br, 1H), 7.36 (m, 2 H), 6.95 (d f 1 H), 7.02 (t f 1H), 7.24 (dd f 
1H), 7.44 (m, 2H). 8.43 (dd, 1H), 10.72 (br, 1H), 11.84 (br, 1H). 

Example 359 

2-(2-^3-[5-Fluoro-2-(2-methoxy-benzoyl)-phenyl]-ureido}-thiazol-4-yl)" N-(2-methoxy- 
ethyl)-acetamide 



2-(2-{3-[5-Fluoro-2-(2-methoxy-benzoyl)-phenyl]-ureido}-thiazol-4-yl)- N-(2-methoxy- 
ethyl)-acetamide (158 mg, 65 %) was prepared from (2-{3-[5-fluoro-2-(2-methoxy-benzoyl)- 
phenyl]-ureido}-thiazol-4-yl)-acetic acid (215 mg, 0.5 mmol) and 2-methoxylethylamine (38 
mg, 0.5 mmol) following the general procedure K. 




O 
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LC-MS (m/z): 487 (M+1)*; 'H NMR (400 MHz, CDCI 3 ): 6 3.21 (s, 3H), 3.48 (m, 4H), 
3.62 (s. 2 H), 3.73 (s, 3H), 6.62-6.66 (m. 2H), 6.97 (d, 1H), 7.04 (t, 1H), 7.28 (d, 1H), 7.42 (br. 
1H), 7.42-7.50 (m. 2H), 8.46 (dd. 1H), 10.20 (br, 1H), 11.28 (br. 1H). 



1-[2-(Hydroxyimino-phenyl-methyl)-phenyl]-3-thia20l-2-yl-urea (101 mg, 60 %) was 
prepared from (2-Amino-phenyl)-phenyl-methanone oxime (106 mg, 0.5 mmol) and 2-amino 
10 thiazole (0.06 mg, 0.6 mmol) following the general procedure O. 

LC-MS (m/z): 339 (M+1f ; 1 H NMR (400 MHz, DMSO-d 6 ): 5 7.2 (dd, 1 H), 7.06 (d, 
1H), 7.15 (m. 1 H). 7.30 (d, 1H), 7.34-7.43 (m. 6H). 8.03 (d, 1H). 8.05 (br, 1H). 11.07 (br, 
1H). 11.63(br, 1H), 

15 EXAMPLE 361 



1 -[5-Chloro-2-(hydroxyimino-phenyl-methyl)-phenyO-3-thiazol-2-yl-urea (93 mg , 
50%) was prepared from (2-Amino-4-chloro-phenyl)-phenyl-methanone oxime (123 mg, 0.5 
20 mmol) and 2-amino thiazole (60 mgmg, 0.6 mmol) following the general procedure D. 

LC-MS (m/z): 373 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 8 7.04 (dd, 1 H), 7.12 (d. 
1H), 7.16 (m, 1 H), 7.36 (d, 1H). 7.36-7.48 (m, 5H). 8.03 (d, 1H). 8.12 (br. 1H), 11.23 (br, 
1H), 11.72(br, 1H). 



Example 360 

1-[2-(Hydroxyimino-phenyl-methyl)-phenyl]-3-thiazol-2-yl-urea 




1-[5-Chlorc-2-(hydroxyimino-phenyl-methyl)-phenyl]-3-thiazol-2-yl-urea 




CI 
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EXAMPLE 362 

1-(2-BenzoyI-5-methyl-phenyl)-3-thia2ol-2-yl-urea 




5 1-(2-Benzoyl-5-methyl-phenyl)-3-thiazol-2-yl-urea (60 mg, 65%) was prepared from 

(2-(2-amino-4-methyl-phenyl)-phenyl-methanone (55 mg, 0.25 mmol) following the general 
procedure D. 

LC-MS (m/z): 338 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 6 2.40 (s, 3H), 6.93 (s, 1H), 
7.19 (t, 1H), 7.28 (s, 1H), 7.48 (t, 1H), 7.54-7.61 (m f 4H), 7.68 (dd, 1H), 8.54 (d, 1H), 10.64 
10 (br, 1H), 11.22 (br f 1H). 

EXAMPLE 363 

1-[4-Bromo-2-(2-fluoro-benzoyl)-phenyl]-3-thiazol-2-yl-urea 




1 5 1-[4-Bromo-2-(2-fluoro-benzoyl)-phenyI]-3-thiazol-2-yl-urea (73 mg, 69%) was 

prepared from (2-amino-5-bromo-phenylH2-fluoro-phenyl)-methanone (73 mg, 0.25 mmol) 
following the general procedure D. 

LC-MS (m/z): 420 (M+1) 4 ; 'H NMR (400 MHz, CDCI 3 ): 6 6.93 (s, 1H), 7.19 (t, 1H), 
7.28 (s, 1H), 7.48 (t, 1H), 7.54-7.61 (m, 3H), 7.68 (dd, 1H), 8.54 (d, 1H), 10.64 (br, 1H), 1 1.22 

20 (br,1H). 

Example 364 

1-[5-Chloro-2-(2-f1uoro-benzoyl)-phenyl]-3-thiazol-2-yl-urea 
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H H 

N^/N. s 

Y T> 

o N^y 
ci 

1-[5-Chloro-2^2-fIuoro-benzoyl)-phenyl]-3-thiazol-2-yl-urea (132 mg, 70%) was 
prepared from (2-amino-4K^loro-phenyl)-(2-fluoro-phenyl)-methanone (125 mg f 0.5 mmol) 
and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 
5 LC-MS (m/z): 376 (M+1)*; 'H NMR (400 MHz, DMSO-d 6 ): 8 6.76 (s, 1H), 6.89 (s, 1H), 

7.16 (m, 1H), 7.25 (d, 1H). 7.48 (m, 4H), 8.58 (br, 1H), 10.88 (br, 1H). 




Example 365 

1-[4-Fluoro-2-(2-methylsulfanyl-phenoxy)-phenyll-3-thiazol-2-yl-urea 




4-Fluoro-2-(2-methylsulfanylphenoxy)-1 -nitrobenzene (1.06 g, 68%) was prepared 
from 2-hydroxythioanisole (0.77 g, 5.5 mmol) and 2,5-difluoro-1-nitro-benzene (0.80 g, 5.0 
mmol) following the general procedure A. This was reduced to 4-fluoro-2-(2-methanesulfanyl- 
phenoxy)-phenylamine (0.52 g, 62%) following general procedure C. 1-[4-Fluoro-2-(2- 

1 5 methy!sulfanyI-phenoxy)-phenyQ-3-thiazol-2-yl-urea (1 1 7 mg, 60%) was prepared from 4- 
fluoro-2-(2-methylsulfanylphenoxy)aniline (125 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 
0.6 mmol) following the general procedure D. 

LC-MS (m/z): 376 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 8 2.41 (s, 3H), 6.41 (dd, 1 H), 
6.56 (br, 1H), 6.76 (d, 1H). 6.94 (d, 1H), 7.15-7.34 (m ( 4H), 8.26 (dd, 1H), 9.88 (br, 1H), 

20 11.12 (br, 1H), 



Example 366 
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2-[4-FIuoro-2-(3-thiazol-2^ acid methyl ester 




2-(4-Fluoro-2-nitro-phenoxy)-6-methoxy-benzoic acid methyl ester (0.94 g, 58%) was 
prepared from 2-hydroxy-6-methoxy-benzoic acid methyl ester (1.01 g, 5.5 mmol) and 2,5- 
5 difluoro-1-nitro-benzene (0.80 g, 5.0 mmol) following the general procedure A. This was 
reduced to 2-(2-amino4-fluoro-phenoxy)-6-methoxy-benzoic acid methyl ester (0.51 g, 60%) 
following general procedure C. 2-[4-Fluoro-2-(3-thiazol-2-yl-ureido)-phenoxy]-6-methoxy- 
benzoic acid methyl ester (129 mg, 62%) was prepared from 2-(2-amino-4-fluoro-phenoxy)- 
6-methoxy-benzoic acid methyl ester (145 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 
1 0 mmol) following the general procedure D. 

LC-MS (m/z): 418 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 8 3.62 (s, 3H), 3.64 (s, 3H), 
6.31 (s, 1H), 6.45 (dd, 1H) f 6.55 (s, 1H), 7.05 (d, 1H), 7.22 (t, 1H), 7.33 (br, 1H), 7.45 (d, 1H), 
78.02 (d, 1H), 8.63 (br, 1H), 1 1.74 (br, 1H). 

15 Example 367 



2-[4-Fluoro-2-(3-thiazol-2-yl-ureido>-phenoxy]-6-methoxy-N-methyl-benzamide 




2-[4-Fluoro-2-(3-thiazol-2-yl-ureido)-phenoxy]-6-methoxy-N-methyl- benzamide (1 50 
mg, 72%) was prepared from 2-[4-fluoro-2-(3-thiazol-2-yl-ureido)-phenoxy]-6-methoxy- 
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benzoic acid (201 mg, 0.5 mmol) and 1N solution of methyl amine in THF (0.5 mL, 0.5 mmol) 
following the general procedure K. 

LC-MS (m/z): 417 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 5 3.42 (d, 3H), 3.67 (s, 3H), 
6.51 (dd, 1H), 6.67 (m, 1H), 7.14 (m. 2H), 7.29 (m, 2H), 7.37 (d, 1H), 7.98 (dd ( 1H), 8.11 (d, 
1H), 9.13 (dd,1H), 11.20 (br,1H). 

Example 368 

1-[5-Fluoro-2-(2-methanesulfonyl-phenoxy)-phenyl]-3-thiazol-2-yl-urea 



1-[5-Fluoro-2-(2-methanesulfonyl-phenoxy)-phenyll-3-thiazol-2-yl-urea (153 mg, 75%) 
was prepared from 1-[5-fluoro-2-(2-methanesulfanyl-phenoxy)-phenyl]-3-thiazol-2-yl-urea 
(187 mg, 0.5 mmol) following the general procedure R. 

LC-MS (m/z): 408 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 6 3.44 (s, 3H), 6.80 (m, 1H), 
6.84 (d, 1H), 7.03 (d, 1H), 7.27 (m, 2H), 7.33 (d f 1H), 7.56 (m, 1H), 8.05 (dd, 1H), 8.27 (dd, 
1H), 9.13 (br,1H), 11.12 (br,1H). 

Example 369 

1-[2-(4,5-Dimethoxy-2-methy1-phenoxy)-phenyl]-3-thiazol-2-yl-urea 
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H2-{4 f 5-Dimethoxy-2-methyl-phenoxy)-ph (131 mg, 68%) 

was prepared from 2-(4,5Klimethoxy-2-methyf-phenoxy)-phenylamine (130 mg, 0.5 mmol) 
and 2-aminothiazole (60 mg t 0.6 mmol) following the general procedure D. 

LC-MS (m/z): 386 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 2.29 (s, 3H), 3.80 (s, 3H), 
5 3.94 (s, 3H), 6.76 (s, 1H), 6.92 (d, 1H), 7.02 (t, 1H), 7.44 (d, 1H), 7.55 (t, 2H), 7.76 (d, 1H), 
8.54 (d, 1H), 11.34 (br f 1H). 

Example 370 

3-[4-Fluoro-2-(3-thiazol-2-yl-ureido)-phenoxy]-benzoic acid methyl ester 




3-(4-Fluoro-2-nitro-phenoxy)-benzoic acid methyl ester (0.73 g, 50%) was prepared 
from 3-hydroxy-benzoic acid methyl ester (0.84 g, 5.5 mmol) and 2,5-difluoro-1 -nitro- 
benzene (0.80 g, 5.0 mmol) following the general procedure A. This was reduced to 2-(2- 
amino-4-fluoro-phenoxy)-benzoic acid methyl ester (0.37 g, 58%) following general 

15 procedure C. 3-[4-Fluoro-2-(3-thiazol-2-ykureido)-phenoxy]-benzoic acid methyl ester (145 
mg, 75%) was prepared from 3-(2-amino4-fluoro-phenoxy)-benzoic acid methyl ester (130 
mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 

LC-MS (m/z): 388 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 3.87 (s, 3H). 6.78 (m, 1H), 
6.89 (d, 1H), 7.12 (m, 1H), 7.18 (br, 1H), 7.34 (m, 1H), 7.41 (m, 1H), 7.60 (m, 1H), 7.72 (d, 

20 1H), 8.22 (dd, 1H), 10.50 (br, 1H). 

Example 371 

3-[4-Fluoro-2-(3-thiazol-2-yl-ureido)-phenoxy]-benzoic acid 
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3-[4-Fluorc>2-(3-thiazol-2-yl-ureidoVphenoxy]-benzoicadd (150 mg, 80%) was 
prepared from 3-[4-fluoro-2-(3-thiazol-2-»yI-ureido)-phenoxy]-benzoic acid methyl ester (194 
mg, 0.5 mmol) following the general procedure J 

LC-MS (m/z): 374 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 6.85 (m, 1H), 7.01 (dd. 1H), 
7.13 (d, 1H), 7.26 (dd f 1H), 7.34 (d, 1H), 7.42 (m, 1H), 7.52 (t 1H), 8.14 (dd, 1H), 9.47 (br, 
1H),11.28, br,1H). 

Example 372 

2-[4-Fluoro-2«(3-thiazol-2-yl-ureido)-phenoxy]-benzoic acid methyl ester 
O 




F 



2-(4-Fluoro-2-nitro-phenoxy)-benzoic acid methyl ester (0.81 g, 55%) was prepared 
from 2-hydroxy-benzoic acid methyl ester (0.84 g, 5.5 mmol) and 2,5-difluoro-1 -nitro- 
benzene (0.80 g, 5.0 mmol) following the general procedure A. This was reduced to 2-(2- 
amino-4-fluoro-phenoxy)-benzoic acid methyl ester (0.43 g, 60%) following general 
procedure C. 2-[4-Fluoro-2-(3-thiazol-2-yl-ureido)-phenoxy]-benzoic acid methyl ester (125 
mg, 65%) was prepared from 2-(2-amino-4-fluoro-phenoxy)-benzoic acid methyl ester (130 
mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure D. 



WO 2004/002481 



PCT/DK2003/000449 



390 

LC-MS (m/z): 388 (M+1f; % H NMR (400 MHz, CDCI 3 ): 5 3.84 (s. 3H), 6.73 (m f 1H), 
6.85 (d, 1H) t 7.14 (m, 1H), 7.13 (br, 1H), 7.31 (m, 1H) ( 7.41 (m, 1H) f 7.54 (m. 1H), 7.71 (d, 
1H), 8.22 (dd, 1H), 10.54 (br, 1H). 

5 Example 373 

2-[4-FIuoro-2-(3-thiazol-2-yl-ureido)-phenoxy]-N-methyl-benzamide 




2-[4-Fluoro-2-(3-thiazol-2-yl-ureido)-phenoxy]-N-methyl-benzamide was prepared 
from 2-[4-fluoro2-(3-thiazol-2-yl-ureido)-phenoxy]-benzoic add and 1N solution of methyl 
10 amine in THF (0.5 mL, 0.5 mmol) following the general procedure K. 

LC-MS (m/z): 387 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 3.53 (d, 3H), 6.73 (m, 1H), 
5.86 (br, 1H), 6.88 (d, 1H), 7.16 (m, 1H), 7.18 (br, 1H), 7.35 (m, 1H), 7.41 (m, 1H), 7.60 (m, 
1H), 7.76 (d, 1H), 8.23 (dd, 1H), 10.22 (br, 1H). 



15 Example 374 

N-{3-[4-Fluoro-2-(3-thiazol-2-yl-ureido)-phenoxy]-2-methoxy-phenyl}-me 
thanesulfonamide 




F 
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N-[3^4-Ruoro-2-nitr^ (0.86 g, 

48%) was prepared from N-(3-hydroxy-2-methoxy-phenyl)-methanesulfonamide (1.2 g, 5.5 
mmol) and 2,5-difluoro-1-nitro-benzene (0.80 g, 5.0 mmol) following the general procedure A. 
This was reduced to N-[3-(2-amino-4-fluoro-phenoxy)-2-methoxy-phenyl]- 
methanesulfonamide (0.51 g, 70%) following general procedure C. N-{3-[4-Fluoro-2-(3- 
thiazol-2-ykjreidoH5henoxy]-2-methoxyi>henyl}-methanesulfonamid^ (144 mg, 64%) was 
prepared from N-[3^2-amino^-fluoro-phenoxy)-2-methoxy-phenyl]-methanesulfonanriide 
(123 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure 
D. 

LC-MS (m/z): 453 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 8 3.27 (s, 3H), 3.89 (s, 3H), 
6.52 (d, 1H), 6.72 (m, 1H), 6.95 (d, 1H), 7.04 (m, 1H), 7.16 (m, 1H), 7.34 (d, 1H), 7.45 (dd, 
1H), 7.63 (d, 1H), 8.21 (dd, 1H), 8.44 (br, 1H), 8.85 (br f 1H). 

Example 375 

N-[4^2-Fluoro^methoxy-phenoxy)-3-(3-thiazol-2-yl-ureido)-phenyI]-acetamide 




N^4-(2-Fluoro^HTiethoxy-phenoxy)-3-(3-thia2ol-2-yl-ureido)-phenyl]-acetamide (81 
mg, 78%) was prepared from N-[3-amino-4-(2-fluoro-6-methoxy-phenoxy)-phenyl]-acetamide 
(72 mg, 0.25 mmol) following the general procedure D. 

LC-MS (m/z): 417 (M+1) + ; 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.78 (s, 3H), 3.43 (s, 3H), 
6.32 (m, 1H), 6.44 (dd, 1H), 6.48 (d, 1H), 6.63 (t, 1H), 6.86 (dd, 1H), 6.97 (d, 1H), 7.13 (d, 
1H), 7.88 (d, 1H), 8.90 (br, 1H), 9.32 (br, 1H), and 10.46 (br, 1H). 

Example 376 

N-[4-(2-Fluoro-6-methoxy-phenoxy)-3-(3-thiazol-2-yl-ureido)-pheny0- 
methanesulfonamide 
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N-[4-(2-Fluoro-6-methoxy-phenoxy)-3-(3-thiazol-2-yl-ureido)-phenyl] 
methanesulfonamide (101 mg, 89%) was prepared from N^3-amino-4-(2-fluoro-6-methoxy- 
phenoxy)-phenyl]-methanesulfonamide (81 mg, 0.25 mmol) following the general procedure 
5 L. 

LC-MS (m/z): 453 (M+1)*; 1 H NMR (400 MHz, DMSOd 6 ): 6 3.13 (s, 3H), 4.00 (s f 3H), 
6.70 (d, 1H), 6.98 (dd, 1H), 7.14 (t, 1H), 7.21 (d ( 1H), 7.38 (t, 1H), 7.46 (q, 1H), 7.55 (t, 1H) f 
8.14 (br, 1H), 8.38 (dd, 1H) f 8.46 (d, 1H), and 10.86 (br, 1H). 



10 Example 377 

(2^3-[2-(2-Fluoro-6^ethoxy-pheno 
thiazol-4 yl)-acetic add ethyl ester 




(2-{3-[2-(2-Fluoro-6-methoxy-phenoxy)-5-methanesulfonylamino-phenyl]-ureido}- 
15 thiazol-4 yl)-acetic acid ethyl ester (1 18 mg, 87%) was prepared from N-[3-amino-4-(2-fluoro- 
6-methoxy-phenoxy)-phenyl]-methanesulfonamide (81 mg, 0.25 mmol) following the general 
procedure D. 
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LC-MS (m/z): 539 (M+1) + ; 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.24 (t, 2H), 3.03 (s, 3H) t 
3.74 (s, 2H), 3.80 (s, 3H), 4.21 (q, 3H), 6.59 (d. 1H) ? 6.68 (s, 1H), 6.78 (s, 1H), 6.83 (dd, 1 H), 
7.12-7.19 (m, 2H), 8.12 (d, 1H), 8.42 (s, 1H), 9.60 (br, 1H), and 11.84 (br, 1H). 

5 Example 378 

(2-{3-[2-(2-Fluoro-6-methoxy-phenoxy^5-methan 
thiazol-4-yl)-acetic acid 




(2-{3-[2-(2-Fluoro-6-methoxy-phenoxy)-5-meto^ 
10 thiazol-4-yl)-acetic acid (85 mg, 83%) was prepared from (2-{3-[2-(2-fluoro-6-methoxy- 
phenoxy)-5-methanesulfonylamino-phenyl]-ureido}-thiazol-4 yl)-acetic acid ethyl ester (108 
mg, 0.20 mmol) following the general procedure J. 

LC-MS (m/z): 51 1 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 8 3.12 (s, 3H), 3.54 (s, 2H), 
3.81 (s, 3H), 6.54 (d, 1H), 6.64 (s, 1H), 6.84 (s, 1H), 6.92 (d, 1H), 7.11 (m, 1H), 7.16 (s, 1H), 
15 7.44 (m, 1H), 8.46 (s, 1H), 9.40 (br, 1H), 10.83 (br, 1H), and 11.84 (br, 1H). 



Example 379 

N,N-[4-(2-Fluoro-6-methoxy-phenoxy)-3-(3-thiazol-2-yl-ureido)- 
phenyljdimethanesulfonamide 
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N f N^4-(2-Fluoro-6-methoxy-phenoxy)-3-(3-thiazol-2-yl-ureido>- 
phenyfldimethanesulfonamide (115 mg t 87%) was prepared from N-[3-amino-4-(2-fluoro-6- 
methoxy-phenoxy)-phenyl]-dimethanesulfonamide (101 mg, 0.25 mmol) following the general 
5 procedure D. 

LC-MS (m/z): 531 (M+1) + ; 1 H NMR (400 MHz, DMSO-d 6 ): 5 3.22 (s, 3H), 3.24 (s, 3H), 
4.11 (s, 3H), 6.78 (d, 1H), 6.89 (d, 1H), 7.11 (dd, 1H), 7.24 (d, 1H), 7.29 (m, 1H), 7.42 (t, 1H), 
7.63 (m, 1H), 8.54 (d, 1H), 8.65 (dd, 1H), and 11.38 (br. 1H). 

10 Example 380 



N-[4-lsobutoxy-3-(3-thiazol-2-yl-ureido)-pheny0-methanesulfonamide (77 mg, 80%) 
was prepared from N-(3-amino^-isobutoxy-phenyl)-methanesulfonamide (64 mg, 0.25 
1 5 mmol) following the general procedure D. 



LC-MS (m/z): 385 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.20 (d, 6H), 1.70 (m, 1H), 
3.05 (d, 2H), 3.82 (s, 3H), 6.76 (dd, 1H), 6.86 (d, 1H), 6.94 (m, 1H), 7.36 (d, 1H), 7.42 (d, 
1H), 8.42 (d, 1H), 9.56 (br, 1H), and 11.63 (br, 1H). 



N-[4-lsobutoxy-3-(3-thiazol-2-yl-ureido)-phenyl]-methanesulfonamide 
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Example 381 

1 -[5-Amino-2-(2-fluorc>^ 




NH 2 



1-[5-Amino-2-(2-fluoro-6HTietho (3.52 g, 

94%) was prepared from 3-amino-4-(2-fluoro-6-methoxy-phenoxy)-phenyl]-carbamic acid 
tert-butyl ester (3.48 g, 10.0 mmol) following the general procedure D and the corresponding 
f-BOC protected product [4-(2-fluoro^methoxy-phenoxy)-3-(3-thiazol-2-yl-ureido)-phenyll- 
carbamic acid tert-butyl ester was subjected to deprotection conditions with hydrochloric acid 
(40 ml, 4.0 M in dioxane). 

LC-MS (m/z): 375 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 8 3.76 (s, 3H), 5.24 (br, 2H), 
6.68 (d, 1H), 6.88 (q, 1H), 6.98 (d, 1H), 7.16 (m, 1H), 7.38 (dd, 1H), 7.63 (dd, 1H), 8.34 (dd, 
1H), 8.44 (d, 1H), 8.86 (br, 1H), and 11.27 (br, 1H). 

Example 382 

Pyridine-2-carboxylic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3-thiazol-2-yl-ureido)- 
phenyl]-amide 
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Pyridine-2-carboxylic acid [4-(2-fluoro^mettioxy-phenoxy)-3-(3-thiazol-2-yl-ureido)- 
pheny!]-amide (98 mg, 82%) was prepared from 1-[5-amino-2-(2-fluoro^methoxy-phenoxy)- 
phenyl]-3-thiazo!-2-yl-urea (94 mg, 0.25 mmol) following the general procedure K. 

LC-MS (m/z): 480 (M+1)*; % H NMR (400 MHz, CDCI 3 ): 8 3.74 (s. 3H) t 6.64 (d, 1H), 
6.74 (d, 1H), 6.78 (s, 1H), 6.82 (m p 1H), 7.16 (q, 1H), 7.46 (dd. 1H) f 7.48 (d, 1H), 7.54 (t, 1H) f 
7.72 (br, 1H), 7.84 (dd, 1H), 7.88 (t, 1H), 8.24 (d, 1H), 8.38 (br, 1H), 8.62 (d. 1H), and 10.06 
(br, 1H). 

Example 383 

N-[4-(2-Fluoro^-methoxy-phenoxy)^ 




N-[4-(2-Fluoro-6-methoxy-phenoxy)-3^ 
(104 mg, 86%) was prepared from 1-[5-amino-2-(2-fluoro-6-methoxy-phenoxy)-phenyl]-3- 
thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general procedure K. 

LC-MS (m/z): 480 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 8 3.58 (s, 3H), 6.32 (d, 1H), 
6.62 (dd, 1H), 6.64 (d, 1H), 6.66 (d, 1H), 6.96 (m, 2H), 7.06 (d, 1H), 7.18 (dd, 1H), 7.60 (d, 
2H), 8.12 (d, 1H), 8.40 (br, 1H), 8.48 (d, 1H), 9.62 (d, 1H), and 11.34 (br, 1H). 

Example 384 

5-Methyl-pyrazine-2-carboxylic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3-thiazo!-2- 
yl-ureido)-phenyl]-amide 
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5-MethyI-pyrazine-2-carboxytic acid [4-(2-fIuoro-6-methoxy-phenoxy)-3-(3-thia2ol-2-yl- 
ureido)-phenyl]-amide (103 mg, 83%) was prepared from H5-amino-2-(2-fluorr>-6-methoxy- 
phenoxy)-phenyl]-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general procedure K. 

LC-MS (m/z): 495 (M+1f ; 1 H NMR (400 MHz, CDCI 3 ): 8 2.68 (s, 3H), 3.63 (s, 3H), 
6.52 (d f 1H), 6.61 (d ( 1H) f 6.66 (d f 2H), 7.06 (q, 1H), 7.36 (s, 1H), 7.78 (d, 1H), 8.20 (br, 1H). 
8.43 (s, 1H) f 8.76 (br, 1H), 9.32 (s, 1H), 9.62 (s, 1H), and 11.80 (br, 1H). 

Example 385 

2,2,2-Trifluoro-ethanesulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3-thiazot-2-yl- 
ureido)-phenyl]-amide 




2,2,2-Trifluoro-ethanesulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3-thiazol-2-yl- 
ureido)-phenyl]-amide (105 mg, 81%) was prepared from 1-[5-amino-2-(2-fluoro-6-methoxy- 
phenoxy)-phenyl]-3-thiazol-2-yI-urea (94 mg, 0.25 mmol) following the general procedure L. 
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LC-MS (m/z): 521 (M+1) + ; 1 H NMR (400 MHz, CD 3 OD): 6 3.75 (s, 3H), 3.86 (q, 2H), 
6.48 (d, 1H) f 6.80 (m. 2H), 6.88 (d, 1H), 7.16 (q, 1H), 7.28 (d. 1H), 7.47 (s, 1H), 8.08 (d, 1H), 
8.40 (br, 1H). 9.62 (d, 1H), and 11.34 (br, 1H). 



10 methanesutfonyl-methanesulfonamide (102 mg f 77%) was prepared from 1-[5-amino2-(2- 
fluoro-6-methoxy-phenoxy)-phenyl]-3-thia20l-2-yl-urea (94 mg, 0.25 mmol) following the 
general procedure L 

LC-MS (m/z): 530 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 6 3.01 (s. 3H), 3.27 (s, 2H). 
3.82 (s, 3H), 6.56 (d, 1H), 6.85 (t, 1H), 6.94 (d. 1H), 7.21 (q, 1H), 7.34 (d, 1H), 7.46 (m, 1H), 
15 7.96 (s, 1H), 8.22 (d, 1H), 8.40 (br f 1H), 9.62 (br, 1H), and 10.94 (br, 1H). 

Example 387 

1 -Methyl-1 H-imidazole-4-sulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3-th»azol- 
2-yl-ureido)-phenyl]-amide 



5 



Example 386 

N-[4^2-Ruoro^-methoxy-phenoxy)-3-(3-thiazol-2-yl-ureido)-pheny0-C- 
methanesulfonyknethanesulfonamide 




N-[4-(2-Fluoro-6-methoxy-phenoxy)-3-(3-thiazol-2-y1-ureido)-phenyl]-C- 
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1-Methyt-1H-imidazole-4-sulfonic add [4-(2-fluoro-6-methoxy-phenoxy)-3-(3-thiazoI-2- 
ykireido)-phenylJ-amide (108 mg, 83%) was prepared from 1-[5-amino-2-(2-fluoro-6- 
methoxy-phenoxy)-pheny0-3-thiazol-2-yi-urea (94 mg, 0.25 mmol) following the general 
5 procedure L 

LC-MS (m/z): 519 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 8 3.00 (s, 3H), 3.78 (s, 3H), 
6.46 (d. 1H), 6.74 (dd, 1H), 6.83 (d, 2H), 6.91 (d. 1H), 7.16-7.22 (m, 1H), 7.31 (d, 1H), 7.48 
(m, 1H), 7.66 (s, 1H), 7.99 (d, 1H), 8.18 (d, 1H), 9.88 (br, 1H), and 11.24 (br, 1H). 

10 Example 388 

1 ,2-DimethyM H-imidazole-4-sulfonic add [4-(2-fluoro^-methoxy-phenoxy)-3-(3- 
thiazol-2-yl-ureido)-phenyl]-amide 




1 ,2-DimethyMH-imidazole^-suIfonic add [4-(2-fluoro^-methoxy-phenoxy)-3-(3- 
1 5 thiazol-2-y!-ureido)-phenyl]-am!de (1 1 5 mg, 86%) was prepared from 1 -[5-amino-2-(2-fluoro- 
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6-methoxy-phenoxyH3henyQ-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general 
procedure L 

LC-MS (m/z): 533 (M+1f ; 1 H NMR (400 MHz, DMSOd 6 ): 5 2.74 (s, 3H), 3.20 (s, 3H), 
3.99 (s f 3H), 6.79 (d, 1H), 7.09 (dd, 1H), 7.34 (t, 1H), 7.44 (d, 1H), 7.48 (d, 1H), 7.67 (q, 1H), 
5 7.78 (d f 1H), 8.01 (s, 1H), 8.36 (s, 1H) f 8.46 (d, 1H), 9.88 (br, 1H), and 1 1.24 (br, 1H). 

Example 389 

1 -[2^2-Fluoro^methoxy-phenoxy)-5-m^ 




NH 



1 0 1 -[2-(2-Fluoro^methoxy-phenoxy)-5-methylamino-phen^ (85 

mg, 88%) was prepared from 1-[5-amino-2-(2-fluoro6-methoxy-phenoxy)-phenyl]-3-thiazol- 
2-yl-urea (94 mg, 0.25 mmol) following the general procedure O. 

LC-MS (m/z): 389 (M+1) 4 ; 1 H NMR (400 MHz, CDCI 3 ): 5 3.66 (s, 3H), 4.09 (s, 3H), 
5.62 (br, 1H), 6.82 (d, 1H) f 6.99 (s, 1H), 7.16 (m, 1H), 7.40 (d, 1H), 7.45-7.53 (m, 1H), 7.58 

15 (d, 1H), 7.64 (d, 1H), 8.76 (d, 1H), 9.38 (br, 1H), and 11.27 (br, 1H). 
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Example 390 

1-[2-(2-Fluoro-6-methoxy-phenoxy)-5-(1-methyl-3-thiazol-2-yl-ureido)-phenyl]-3- 
thiazol-2-yl-urea 
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1 -[2-{2-Fluoro-6-methoxy-phenoxy)-5-(1 -methyl-3-thiazol-2-yl-ureido)-phenyl]-3- 
thiazol-2-yl-urea (86 mg, 67%) was prepared from 4-(2-fluoro-6-methoxy-phenoxy)-N , r- 
methyl-benzene-1 ,3-diamine (64 mg, 0.25 mmol) following the general procedure D. 

LC-MS (m/z): 515 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 5 3.32 (s, 3H), 3.73 (s, 3H), 
5.40 (br, 1H) f 6.46 (d, 2H), 6.54 (d, 1H), 6.74 (d, 1H), 6.80 (d, 1H), 7.08 (d, 2H), 7.22 (d, 1H), 
7.33 (br, 1H), 8.38 (d, 1H), 9.03 (br, 1H), and 11.27 (br, 1H). 

Example 391 

1-[5-Dimethylamino-2-(2-fluoro-6-methoxy-phenoxy)-phenyl]-3-thiazol-2-yl-urea 




1-[5-Dimethylamino-2-(2-fluoro-6-methoxy-phenoxy)-phenyl]-3-thiazol-2-yl-urea (85 
mg, 85%) was prepared from 1-[5-amino-2-(2-fluoro-6-methoxy-phenoxy)-phenyl]-3-thiazol- 
2-yI-urea (94 mg, 0.25 mmol) following the general procedure O. 

LC-MS (m/z): 403 (M+1) + ; 'H NMR (400 MHz, CDCI 3 ): 6 2.93 (s, 6H), 3.66 (s, 3H). 
6.38 (d, 1H), 6.49 (t, 1H), 6.62-6.74 (m, 2H), 7.07 (t, 1H), 7.39 (d, 1H), 7.84 (s, 1H), 8.00 (br, 
1H), 8.42 (br, 1H), and 11.52 (br. 1H). 



Example 392 



WO 2004/002481 PCT/DK2003/000449 

402 

H2-(2-Fluoro-6nrnetho^ 

2-yl-urea 




H2^2-Fluoro^-methoxy-phenoxy)-5^(pyridin-3-ylmethyl^ 
5 yl-urea (98 mg, 84%) was prepared from 1-[5-amino-2-(2-fluoro-6-methoxy-phenoxy>- 
phenyQ-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general procedure O. 

LC-MS (m/z): 466 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 8 3.16 (s, 2H), 3.62 (s, 3H) t 
6.42 (d, 1H), 6.68 (t t 1H), 6.78 (d, 1H), 6.88 (m, 1H), 7.05 (q. 1H), 7.21 (s, 1H), 7.41 (m, 1H) f 
7.52 (m, 1H), 7.81 (br, 1H), 8.00 (br, 1H). 8.16 (d, 1H), 8.42 (d, 1H), 8.56 (d, 1H), 8.70 (m, 
10 1H), and 11.38 (br, 1H). 

Example 393 

1-[5-(Di-pyridin-2-yl-amino)-2-(2-fluor^ 

urea 
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1 -[5-(Di-pyridirv2-yl-amino^ 
urea (111 mg, 84%) was prepared from 1-[5^mino-2-(2-fluoro-6-methoxy-phenoxy)-phenyll. 
3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general procedure O. 

LC-MS (m/z): 529 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 5 3.67 (s, 3H), 6.42 (d, 1H), 
5 6.46 (d f 1H), 6.50 (d f 2H) t 6.72 (q, 2H), 6.87 (m, 4H), 7.02-7.10 (m, 2H), 7.42 (m, 1H), 7.54 
(m, 1H), 8.14 (d, 2H), 9.70 (br, 1H), and 11.58 (br, 1H). 



Example 394 

Propane-1 -sulfonic acid [4-(2-fluoro^^ethoxy-phenoxy)-3-(3-thiazol-2-yI-ureido)- 
10 phenyO-amide 




Propane-1 -sulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3-thiazol-2-yl-ureido)- 
phenyfl-amide (100 mg, 83%) was prepared from 1-[5-amino-2-(2-fluoro-6-methoxy- 
phenoxy)-phenyl]-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general procedure L. 
15 LC-MS (m/z): 481 (M+1)*; f H NMR (400 MHz, Acetone-de): 6 1.02 (t, 3H), 1.84 (m, 

2H), 3.08 (t, 2H), 3.82 (s, 3H) t 6.56 (d, 1H), 6.88 (d, 1H), 6.96-7.00 (m, 1H), 7.24 (q, 1H), 
7.34 (dd, 1H), 7.88 (s, 1H), 7.99 (br, 1H), 8.32 (d, 1H), 8.48 (d, 1H), 8.64 (br, 1H), and 11.12 
(br, 1H). 
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Example 395 

N-[4-(2-Fluoro-6-methoxy-phenoxy)-3-(3-thiazol-2-ylHJreido)-phenyl]-C-phenyl 
methanesulfonamide 
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N-[4^2-Fluoro^^ethoxy-phenoxy^ 
methanesulfonamide (104 mg, 79%) was prepared from 1-[5-amino-2-(2-fluoro-6-methoxy- 

phenoxy)-phenyl]-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general procedure L. 

5 LC-MS (m/z): 529 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 5 3.36 (s, 2H), 3.83 (s f 3H), 

6.54 (d, 1H) f 6.86 (m t 2H), 6.94 (m, 2H), 7.22 (q f 1H), 7.38 (m, 5H), 7.42 (d, 1H), 7.96 (br, 

1H) t 8.06 (d, 1H), 9.34 (br f 1H), and 11.24 (br, 1H). 

Example 396 

10 N^4-[4-(2-Fluoro^-methoxy-p^ 
phenyl}-acetamide 




N-{4-[4-(2-Fluoro^methoxy-phenoxy)-3-(3^^ 
phenyl}-acetamide (113 mg, 79%) was prepared from H5-amino-2-(2-fluoro-6-methoxy- 
15 phenoxy)-pheny[]-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general procedure L 
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LC-MS (m£): 572 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 5 3.02 (s f 3H), 3.85 (s, 3H), 
6.48 (d. 1H) t 6.86 (m, 2H), 6.98 (br t 1H), 7.03 (m, 2H), 7.41 (m, 3H), 7.76 (m, 3H), 8.23 (d, 
1H), 9.06 (br, 1H). 9.54 (br, 1H), and 11.24 (br, 1H). 



H2^2-Fluoro^-methoxy-phenoxy)-5-((5-m^ 
phenyl}-3-thiazol-2-yl-urea 



10 phenyl}-3-thiazoI-2-yl-urea (98 mg, 84%) was prepared from 1-[5-amino-2-(2«fIuoro-6- 
methoxy-phenoxy)-phenyl]-3-thiazo!-2-yl-urea (94 mg, 0.25 mmol) following the general 
procedure O. 

LC-MS (m/z): 469 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 5 2.29 (s, 3H), 2.55 (s, 2H), 
3.68 (s, 3H), 6.46 (d. 1H) t 6.86 (m, 2H), 6.96 (br, 1H), 7.08 (d, 1H), 7.41 (m, 1H), 7.49 (m, 
15 2H), 7.54 s, 1H), 7.64 (s, 1H), 7.72 (d, 1H), 9.46 (br, 1H), and 11.44 (br, 1H). 



Example 397 




H2-(2-Fluoro-6-methoxy-phenoxy)-5^ 



Example 398 

4-Acetyl-N-[4-(2-fluoro-6-metto 
benzenesulfonamide 
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4-Acetyl-N-[4-(2-fluoro^me 
benzenesulfonamide (98 mg, 84%) was prepared from 1-[5-amino-2-(2-fluoro^methoxy- 
phenoxy)-phenyl]-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general procedure L 
5 LC-MS (m/z): 557 (M+1f ; 1 H NMR (400 MHz, CD 3 OD): 5 2.61 (s, 3H), 3.78 (s, 3H), 

6.48 (d, 1H), 6.88 (m, 2H), 7.06 (m, 2H), 7.08 (d, 1H), 7.22 (br, 1H), 7.36 (d, 1H), 7.82 (m, 
1H), 7.92 (d, 2H), 7.98 (t, 1H), 8.12 (d, 1H), 8.24 (br, 1H), and 11.88 (br, 1H). 

Example 399 

10 4-Ctyano-N-[4-(2-fluoro^methox 
benzenesulfonamide 




4-tyano-N-[4-(2-fluoro^methoxy-^ 
benzenesulfonamide (115 mg, 85%) was prepared from 1-[5-amino-2-(2-fluoro-6-methoxy- 
15 phenoxy)-phenyl]-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general procedure L 
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LC-MS (m/z): 540 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 5 3.76 (s, 3H), 6.52 (d, 1H), 
6.80 (m, 1H), 6.88 (d, 1H), 7.08 (d, 2H), 7.12-7.18 (m, 1H) f 7.30 (d, 1H), 7.38 (d, 1H), 7.54 
(d, 1H), 7.71 (t, 1H), 7.91 (q, 1H), 8.01 (s, 1H), 8.08 (br, 1H), 8.22 (d, 1H). and 11.22 (br, 1H). 



5 Example 400 

N-[4^2-Ruoro-6-methoxy-pte^ 
benzenesulfonamide 




N-[4-(2-Fluoro^-methoxy-phenoxy)^ 
10 benzenesulfonamide (103 mg, 74%) was prepared from 1-[5-amino-2-(2-fluoro-6-methoxy- 
phenoxy)-phenyl]-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general procedure L. 

LC-MS (m/z): 557 (M+1) + ; 1 H NMR (400 MHz, CDCI 3 ): 5 1.22 (d, 6H), 1.56 (m, 1H), 
3.74 (s, 3H), 6.54 (d, 1H), 6.78 (m, 2H), 6.84 (d, 1H), 6.98 (m t 1H), 7.06 (d, 1H), 7.12-7.18 
(m, 2H), 7.22 (d, 1H), 7.34 (d t 1H), 7.72 (d, 1H), 8.00 (br, 1H), 8.22 (d, 1H), 8.58 (br, 1H), 
15 and 10.74 (br, 1H). 



Example 401 

20 N-{5-[4-(2-Fiuoro-6-methoxy-phenox^ 
methyl-thiazol-2-y1}-acetamide 
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N^5-[4-(2-Fluoro4^methoxy-phenoxy)-3-(34N 
methyl-thiazol-2-yl}-acetamide (121 mg, 82%) was prepared from 1-[5-amino-2-(2-fluoro-6- 
methoxy-phenoxy)-phenyll-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general 
5 procedure L. 

LC-MS (m/z): 593 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 8 2.32 (s, 3H), 3.00 (s, 3H), 
3.77 (s, 3H), 4.04 (br, 1H), 6.48 (d, 1H), 6.84 (d, 1H), 6.88 (dd, 1H), 6.96 (d, 1H). 7.16-7.22 
(m, 1H), 7.32 (d, 1H), 7.36 (d, 1H), 7.92 (d, 1H), 7.98 (br, 1H), 8.84 (br, 1H), and 10.74 (br, 
1H). 

0 

Example 402 

5-Bromo-6-chloro-pyridine-3-sulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3- 
thiazol-2-yl-ureido)-phenyl]-amide 
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5-Bromo-6-chloro-pyridine-3-sulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3- 
thiazol-2-yhjreido)-phenyl]-amide (120 mg, 76%) was prepared from 1-[5-amino-2-(2-fluoro- 
6-methoxy-phenoxy)-phenyl]-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general 
5 procedure L 

LC-MS (m/z): 629 (M+1) 4 ; 1 H NMR (400 MHz, CDCI 3 ): 8 3.78 (s, 3H), 6.56 (d, 1H) f 
6.88 (d, 1H), 6.78 (m, 1H) f 6.88 (dd, 1H), 7.14 (d, 1H), 7.22 (d, 1H), 7.36 (d, 1H), 8.02 (d, 
1H), 8.12 (br, 1H), 8.33 (d, 1H), 8.73 (d, 1H), 9.78 (br, 1H), and 10.74 (br, 1H). 

10 Example 403 

3,5-Dimethyl-isoxazole-4-sulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3-thiazol- 
2-yl-ureido)-phenyl]-amide 




3,5-Dimethyl-isoxazole-4-sulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3-thiazol 
15 2-yl-ureido)-phenyl]-amide (98 mg, 73%) was prepared from 1-{5-amino-2-(2-fluoro-6- 
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methoxy-phenoxy)-phenyl]-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the general 
procedure L. 

LC-MS (m/z): 534 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 8 2.88 (s f 3H), 3.00 (s, 3H), 
3.75 (s, 3H), 5.21 (br f 1H) t 6.54 (d. 1H), 6.80-6.88 (m, 1H) f 6.96 (m, 1H), 7.10-7.20 (m, 1H). 
7.38 (d, 1H), 7.52 (d, 1H), 7.72 (br ( 1H), 8.01 (d, 1H), 8.22 (d, 1H) t and 10.74 (br, 1H). 

Example 404 

5-Chloro-1,3-dimethyHH-pyrazole-4-sulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)- 
3-(3-thiazol-2-yl-ureido)-phenyll-amide 




5-Chloro-1,3-dimethyl-1H-pyrazole-4-sulfonic acid [4-(2-fluoro-6-methoxy- 
phenoxy)-3-(3-thiazol-2-yl-ureido)-phenyl]-amide (111 mg, 79%) was prepared from 1-[5- 
amino-2-(2-fluoro-6-methoxy-phenoxy)-phenyl]-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) 
following the general procedure L. 

LC-MS (m/z): 568 (M+1)*; 1 H NMR (400 MHz, CDCI 3 ): 8 2.32 (s, 3H), 2.63 (s, 3H), 
3.74 (s. 3H), 6.48 (d, 1H), 6.76-6.84 (m, 1H), 6.94 (d, 1H), 7.06-7.18 (m, 1H), 7.22 (d, 1H), 
7.38 (d, 1H), 7.52 (d, 1H), 7.94 (d, 1H), 8.08 (d, 1H), 8.20 (br, 1H), and 11.16 (br, 1H). 

Example 405 

6-Morpholin-4-yI-pyridine-3-sulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3- 
thiazol-2-yl-ureido>-phenyl]-amide 
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6-Morpholin^yl-pyridine-3-sulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3- 
thiazol-2-yl-ureido)-phenyl]-amide (115 mg, 76%) was prepared from 1-[5-amino-2-(2- 
fluoro-6nfTiethoxy-phenoxy)-phenyf]-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the 
general procedure L. 

LC-MS (m/z): 601 (M+1f ; 1 H NMR (400 MHz, CD 3 OD): 5 2.15 (m, 4H), 3.60 (t, 2H), 
3.70 (t, 2H), 3.76 (s, 3H), 6.42 (d, 1H), 6.78 (d, 2H), 6.84 (d, 1H), 6.96 (d, 1H), 7.04 (m, 2H), 
7.20 (m, 1H), 7.34 (d, 1H), 7.79 (d, 1H), 8.02 (d, 1H), 8.39 (d, 1H), 8.52 (br, 1H), and 11.28 
(br,1H). 

Example 406 

6-Oxazol-5-yl-pyridine-3-sulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3-thiazol- 
2-yl-ureido)-phenyl]-amide 
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6-Oxazol-5-yl-pyridine-3-sulfonic acid [4-(2-fluoro-6-methoxy-phenoxy)-3-(3- 
thia20l-2-ykjreido)-phenyl]-amide (96 mg, 66%) was prepared from 1-[5-amino-2-(2- 
fluoro-6-methoxy-phenoxy)-phenyl]-3-thiazol-2-yl-urea (94 mg, 0.25 mmol) following the 
general procedure L 

LOMS (m/z): 583 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 8 3.77 (s, 3H), 6.46 (d, 1H), 
6.78-6.86 (m, 2H), 6.94 (d. 1H), 6.92-6.99 (m f 2H) f 7.20 (q, 1H), 7.33 (dd, 1H), 7.55 (d, 1 H) f 
7.80 (d, 1H), 7.86-7.92 (m, 2H), 8.05 (d, 1H), 8.18 (d, 1H), 9.88 (br, 1H) f and 11.16 (br, 1 H). 

Example 407 

2K2K3-[2^2-Ruoro-6nriethoxy-phen^ 
thiazol-4-yl)-N-methyl-acetamide 



(2^3-[2-(2-Fluoro-6-methoxy-phenoxy)-5-methanesulfonylamino-phenyl]-ureido}- 
thiazol-4-yl)-N-methyI-acetamide (47 mg, 87.9%) was prepared from (2-{3-[2-(2-fluoro-6- 
methoxy-phenoxy)-5-methanesulfonylamino-phenyl]-ureidoHhiazol-^yl)-acetic acid (51 mg, 
0.10 mmol) following the general procedure K. 

LOMS (m/z): 524 (M+1)*; 1 H NMR (400 MHz, CD 3 OD): 5 2.93 (s, 3H), 3.48 (d, 3H), 
3.56 (s, 2H), 4.02 (s, 3H), 4.82 (br, 1H), 6.76 (d, 1H), 7.04 (s, 1H), 7.09 (dd, 1H), 7.16 (t f 1H), 
7.22 (d, 1H), 7.52 (q, 1H), 8.12 (br, 1H), 8.44 (d. 1H), 9.88 (br, 1H) and 11.84 (br, 1H). 




Example 408 

[4-(2-Fluoro-6-methoxy-phenoxy)-3-(3-thiazol-2-yl-ureido)-phenyI]-carbamic acid 
tert-butyl ester 
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[4-(2-Fluoro-6-methoxy-phen^^ add 
tert-butyl ester (4.56 g, 96.2%) was prepared from 3-amino-4-(2-fluoro-6Hrnethoxy-phenoxy)- 
phenyl]-carbamic acid tert-butyl ester (3.48 g f 10.0 mmol) following the general procedure D. 
5 LC-MS (m/z): 475 (M+1 ) + ; 1 H NMR (400 MHz, CD 3 OD): 8 1 .74 (s, 9H), 3.74 (s, 3H), 

6.64 (d, 1H), 6.92 (dd, 1H), 7.02 (d, 1H) f 7.14 (m, 1H), 7.34 (dd, 1H), 7.68 (dd, 1H), 7.88 (br, 
1H), 8.32 (dd, 1H), 8.46 (d, 1H), 9.26 (br, 1H), 11.62 (br, 1H). 

Example 409 

10 1 -(4-Methyl-2-propoxy-phenyl)-3-thiazol-2-yl-urea 




3-Propoxy-4-nitrotoluene (0.79 g, 80%) was prepared from 1-propanol and 3-fluoro-4- 
nitrotoluene (0.77 g, 5.0 mmol) following the general procedure G. This was reduced to 4- 
15 methyl-2-propoxyaniline (0.54 g, 82%) following general procedure C. 1-(4-Methyl-2-propoxy- 
phenyl)-3-thiazoI-2-yl-urea (220 mg, 75%) was prepared from 4-methyl-2-propoxyaniline (165 
mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the general procedure D. 

LC-MS (m/z): 292 (M+1) + ; 'H NMR (400 MHz, DMSO-d 6 ): 6 1.03 (t, 3H), 1.80 (m, 2H), 
2.25 (s, 3H), 3.98 (t, 2H), 6.70 (dd, 1H), 6.83 (d, 1H), 7.10 (d, 1H), 7.37 (d, 1H), 7.98 (d, 1H), 
20 8.50 (br, 1H), 11.27 (br,1H). 
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Example 410 

1-(2-Butoxy-4-methyl-phenyl)-3-thia20l-2-yl-urea 




5 3-(1-Butoxy)-4-nitrotoluene (0.78 g, 75%) was prepared from 1-butanol and 3-fluoro- 

4-nitrotoluene (0.77 g, 5.0 mmol) following the general procedure G. This was reduced to 4- 
methyl-2-(1-butoxy)aniline (0.47 g, 70%) following general procedure C. 1-(2-Butoxy-4- 
methyl-phenyl)-3-thiazol-2-yl-urea (210 mg, 70%) was prepared from 4-methyl-2-(1- 
butoxy)aniline (179 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the 
10 general procedure D. 

LC-MS (m/z): 306 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 8 0.95 (t, 3H), 1.52 (m, 2H), 
1.78 (m, 2H), 2.25 (s, 3H) t 4.04 (t, 2H), 6.71 (dd, 1H), 6.86 (d, 1H), 7.11 (d, 1H), 7.36 (d, 1H), 
7.96 (d, 1H), 8.50 (br, 1H), 11.26 (br, 1H). 



15 Example 411 

1-[4-Methyl-2-(3-methyl-butoxy)-phenyll-3-thiazol-2-yl-urea 




3-(3-Methyl-butoxyH-nitrotoluene (0.89 g, 80%) was prepared from 3-methylbutanol 
and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the general procedure G. This was 
20 reduced to 4-methyl-2-(3-methylbutoxy)aniline (0.55 g, 72%) following general procedure C. 
1-[4-Methyl-2-(3-methyl-butoxy)-phenyl]-3-thiazol-2-yl-urea (240 mg, 76%) was prepared 
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from 4-methyl-2-(3-methyl-butoxy)aniline (193 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 
1.0 mmol) following the general procedure D. 

LOMS (m/z): 320 (M+1 )*; 1 H NMR (400 MHz, DMSOd 0 ): 5 0.94 (d, 6H), 1 .71 (m, 
2H), 1.85 (m, 1H), 2.26 (s, 3H), 4.04 (t, 2H), 6.70 (d, 1H), 6.87 (s. 1H), 7.11 (d, 1H), 7.36 (d, 
1H), 7.96 (d, 1H), 8.50 (br, 1H) f 11.26 (br, 1H). 

Example 412 

1-(2-Allyloxy«4-methyl-phenyl)-3-thiazol-2-yl-urea 



3-Allyloxy-4-nitrotoluene (0.67 g, 70%) was prepared from ally! alcohol and 3-fluoro-4- 
nitrotoluene (0.77 g, 5.0 mmol) following the general procedure G. This was reduced to 4- 
methyl-2-(allyloxy)aniline (0.40 g, 70%) following general procedure B. 1-(2-Allyloxy-4- 
methyl-phenyl)-3-thiazol-2-yl-urea (196 mg, 68%) was prepared from 4-methyl-2-(2- 
methylpropoxy)aniline (163 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following 
the general procedure D. 

LC-MS (m/z): 290 (M+1f ; 1 H NMR (400 MHz, DMSO-d 6 ): 5 2.25 (s, 3H), 4.64 (d, 2H), 
5.30 (m, 1H), 5.49 (m, 1H), 6.09 (m, 1H). 6.74 (dd, 1H), 6.87 (s, 1H), 7.10 (d, 1H), 7.36 (dd, 
1H), 7.97 (d, 1H), 8.60 (br, 1H), 11.15 (br, 1H). 

Example 413 

1-[4-Methyl-2-(2Hnethyl-allyloxy)-phenyl]-3-thiazol-2-yl-urea 



3-(2-Methyl-allyloxy)-4-nitrotoluene (0.78 g, 75%) was prepared from methallyl 
alcohol and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the general procedure G. 
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This was reduced to 4-methyl-2-(2-methyl-allyloxy)aniline (0,47 g, 70%) following general 
procedure B. 1-[4-Metoyl-2-(2-methyl-allyloxy^ (210 mg, 70%) was 

prepared from 4-methyl-2-(2-methyl-allyloxy)aniline (179 mg, 1.0 mmol) and 2-aminothiazole 
(100 mg, 1 .0 mmol) following the general procedure D. 
5 LC-MS {m/z): 304 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 5 1 .83 (s, 3H), 2.25 (s, 3H), 

4.54 (s, 2H), 5.00 (s, 1H), 5.15 (s, 1H), 6.72 (d, 1H), 6.86 (s, 1H), 7.10 (d, 1H), 7.36 (d, 1H), 
7.97 (d, 1 H), 8.60 (br, 1 H), 1 1 .21 (br, 1 H). 



Example 414 

1 0 1 -[4-Me%l-2-(3-methyl-but-2-enyloxy)-phenyl]-3-thiazol-2-yl-urea 




3-(3-methyl-but-2-enyloxy)-4-n'trotoluene (0.8 g, 72%) was prepared from 3- 
methy!but-2-en-1-ol and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the general 
procedure G. This was reduced to 4~methyl-2-(3-methyl-but-2-enyloxy)aniline (0.43 g, 
1 5 62%) following general procedure B. 1 -[4-Methyl-2-(3-methyl-but-2-enyloxy)-phenyl]-3- 
thiazol-2-yl-urea (206 mg, 65%) was prepared from 4-methyl-2-(3-methyI-but-2- 
enyloxy)aniline (191 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the 
general procedure D. 

LC-MS (m/z): 318 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 8 1.75 (d, 6H), 2.25 (s, 3H), 
20 4.60 (d, 2H), 5.26 (t, 1H), 6.71 (d, 1H), 6.89 (s, 1H), 7.09 (d, 1H), 7.35 (d, 1H), 7.96 (dd, 1H), 
8.56 (br, 1H), 11.17 (br, 1H). 



Example 415 

1-(2-lsopropoxy-4-methyl-phenyl)-3-thiazol-2-yl-urea 
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3-(2-lsopropoxy)-4-nitrotoluene (0 .72 g, 74%) was prepared from 2-propano! and 3- 
fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the general procedure G. This was reduced 
to 2-isopropoxy-4-methyl-aniIine (0.42 g, 70%) following general procedure C. 1-(2- 
5 lsopropoxy-4-methyl-phenyl)-3-thiazol-2-yl-urea (180 mg, 62%) was prepared from 2- 
isopropoxy-4-methyl-aniline (165 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) 
following the general procedure D. 

LC-MS (m/z): 292 (M+1f ; 'H NMR (400 MHz, DMSO-d 6 ): 6 1.32 (d, 6H), 2.24 (s, 3H), 
4.63 (m, 1H), 6.70 (dd, 1H), 6.88 (d, 1H), 7.10 (d, 1H), 7.37 (d, 1H), 7.97 (d, 1H), 8.60 (br, 
10 1H), 11.27(br,1H). 

EXAMPLE 416 

1-(2-Cyclopentyloxy-4-methyI-phenyl)-3-thiazol-2-yl-urea 




15 3-Cyclopentyloxy-4-nitrotoluene (0.68 g, 62%) was prepared from cyclopentanol and 

3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the general procedure G. This was 
reduced to 2-cyclopentyloxy-4-methyl-aniline (0.43 g, 70%) following general procedure C. 1- 
(2-Cyclopentyloxy-4-methyl-phenyl)-3-thiazol-2-yl-urea (220 mg, 70%) was prepared from 2- 
cyclopentyloxy-4-methyl-aniline (191 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) 

20 following the general procedure D. 

LC-MS (m/z): 318 (M+1) 4 ; 1 H NMR (400 MHz, DMSO-d 6 ): 8 1.60 (m, 2H), 1.80 (m, 
4H), 1.93 (m, 2H), 2.25 (s, 3H), 4.86 (m, 1H), 6.68 (dd, 1H), 6.81 (d, 1H), 7.10 (d, 1H), 7.37 
(d, 1H). 7.97 (d, 1H), 8.40 (br, 1H), 11.31 (br, 1H). 



25 Example 417 
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1-(2^yclopropylmethoxy-4-methyl-phenyl)-3-thia20l-2-yl-urea 




3-Cydopropylmethoxy-4-nitrotoluene (0.77 g, 75%) was prepared from 
cyclopropylmethanol and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the general 
5 procedure G. This was reduced to 2-cyclopropylmethoxy-4-methyl-aniline (0.47 g, 71 %) 
following general procedure C. l-(2-Cyclopropylmethoxy-4-methyl-phenyl)-3-thiazol-2-yl-urea 
(218 mg, 72%) was prepared from 2-cyclopropylmethoxy«4-methyl-aniline (177 mg, 1.0 
mmol) and 2-aminothiazole (100 mg, 1 .0 mmol) following the general procedure D. 

LC-MS (m/z): 304 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 8 0.37 (m, 2H), 0.59 (m, 
10 2H), 1.29 (m, 1H) f 2.24 (s, 3H), 3.88 (d, 2H), 6.71 (d, 1H), 6.84 (d, 1H), 7.10 (d, 1H), 7.37 (d, 
1H), 7.96 (d, 1H), 8.60 (br, 1H), 11.25 (br, 1H). 



Example 418 

1-[4-Methyl-2-(tetrahydro-pyran-2-ylmethoxy)-phenyl]-3-thiazol-2-yl-urea 




4-Nitro-3-(tetrahydro-pyran-2-ylmethoxy)-toluene (0.80 g, 64%) was prepared 
from tetrahydropyran-2-ylmethanol and 3-fluoro-4-nitrotoIuene (0.77 g, 5.0 mmol) 
following the general procedure G. This was reduced to 4-methyl-2-(tetrahydro-pyran-2- 
ylmethoxy)-aniline (0.50 g, 71%) following general procedure C. 1-[4-Methyl-2-(tetrahydro- 
20 pyran-2-ylmethoxy)-phenyl]-3-thiazol-2-yl-urea (246 mg, 71 %) was prepared from 4- 

methyl-2-(tetrahydro-pyran-2-ylmethoxy)-aniline (221 mg, 1.0 mmol) and 2-aminothiazole 
(100 mg, 1.0 mmol) following the general procedure D. 
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LC-MS (m/z): 348 (M+1f; 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.34 (m, 1H), 1.50 (m. 
2H), 1.55 (m, 1H), 1.75 (d, 1H), 1.83 (m, 1H), 2.25 (s, 3H) t 3.43 (m, 1H). 3.90 (m. 2H), 4.01 
(m, 1H), 6.72 (d, 1H), 6.86 (d f 1H) ( 7.10 (d. 1H), 7.37 (d, 1H) ( 7.96 (d, 1H), 8.50 (br, 1H), 
11.28 (br ( 1H). 

Example 419 

1-{4-Methyl-2-(tetrahydro-furan-2-ylmeto^ 




4-Nitro-3-(tetrahydro-furan-2-ylmethoxy)-toluene (0.88 g, 75%) was prepared from 
tetrahydro-furan-2-yImethanol and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the 
general procedure G. This was reduced to 4-methyl-2-(tetrahydro-furan-2-ylmethoxy)-aniline 
(0.50 g, 65%) following general procedure C. 1-[4-Methyl-2-(tetrahydro-furarh2-ylmethoxy)- 
phenyl]-3-thiazol-2-yl-urea (236 mg, 71%) was prepared from 4-methyl-2-(tetrahydro-furan-2- 
ylmethoxy)-aniline (207 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the 
general procedure D. 

LC-MS (m/z): 334 (M+1)*. 

Example 420 

1-(2-Cyclopentylmethoxy-4-methyl-phenyl)-3-thiazol-2-yl-urea 




3-Cyclopentylmethoxy-4-nitrotoluene (0.82 g, 70%) was prepared from 
cyclopentylmethanol and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the general 
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procedure G. This was reduced to 2-<tydopentylmethoxy-4-methyl-aniline (0.58 g, 81%) 
following general procedure C. H2-Cyclopentylmethoxy-^methyl-phenyl)-3-thiazol-2-yl-urea 
(225 mg, 68%) was prepared from 2-cyclopentylmethoxy-4-methyl-aniline (205 mg, 1.0 
mmol) and 2-aminothiazoIe (100 mg, 1.0 mmol) following the general procedure D. 
5 LC-MS(/n/z):332(M+1f; 



Example 421 

{243K2-Cydopropytmethoxy^meth^ acid 




O 



1 0 {2-[3-(2-Cydopropylmethoxy-4nrneto^ acid ethyl 

ester (253 mg, 65%) was prepared from 2-cyclopropylmethoxy-4-methyl-aniline (177 mg, 1.0 
mmol) and (2-amino-thiazol-4-yl)-acetic acid ethyl ester (186 mg, 1 .0 mmol) following the 
general procedure D. 

LC-MS (m/z): 390 (M+1)\ 1 H NMR (400 MHz, DMSO-d 6 ): 5 0.36 (m, 2H), 0.59 (m, 

15 2H), 1.18 (t, 3H), 1.28 (m, 1H), 2.24 (s, 3H), 3.64 (s, 2H), 3.88 (d, 2H), 4.08 (q, 2H), 6.71 (dd ( 
1H), 6.83 (d, 1H), 6.86 (d, 1H), 7.94 (d, 1H), 8.40 (br, 1H), 1 1.36 (br, 1H). 

{2-[3-(2-Cydopropylmethoxy-4-methyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid (1 65 
mg, 92%) was prepared from {2-[3-(2-cyclopropylmethoxy-4-methyl-phenyl)-ureido]-thiazol-4- 
yl}-acetic add ethyl ester (195 mg, 0.5 mmol) following the general procedure J. 

20 LC-MS (m/z): 362 (M+1 )\ 



Example 422 

{2-[3-(2-Cyclopentyloxy-4-methyl-phenyl)-ureidoHhiazol-4-yl}-acetic acid 
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{2-[3-(2-Cydopentyloxy^methyl-phenyl)-ureido]-thiazol^yl}-acetic acid ethyl ester 
(250 mg, 62%) was prepared from 2-cyclopentyloxy-4-methyl-aniline (191 mg, 1.0 mmol) and 
(2-amino-thiazol-4-yI)-acetic acid ethyl ester (186 mg f 1.0 mmol) following the general 
5 procedure D. {2-[3^2-Cydopentyloxy^methy!^ acid (1 70 

mg, 91%) was prepared from {2-{3-(2-cyclopropylmethoxy-4-methyl-phenyl)-ureidoHhiazol-4- 
yl}-acetic acid ethyl ester (200 mg, 0.5 mmol) following the general procedure J. 

LC-MS (m/z): 376 (M+1)\ 



10 Example 423 

1-(2-lsobutoxy-4-methanesulfonylmethyl-phenyl)-3-thia2ol-2-yl-urea 




2-lsobutoxy-4-methanesulfonylmethyl-1-nitro-benzene (0.93 g, 65%) was prepared 
from 2-methylpropanol and 2-fluoro-4-methanesulfonylmethyH-nitro-benzene (1.16 g, 5.0 

15 mmol) following the general procedure G. This was reduced to 2-isobutoxy-4- 

methanesulfonylmethyl-aniline (0.46 g, 56%) following general procedure B. 1-(2-lsobutoxy- 
4-methanesulfonylmethyl-phenyl)-3-thiazol-2-yl-urea (250 mg, 65%) was prepared from 2- 
isobutoxy-4-methanesulfonylmethyl-aniline (257 mg, 1.0 mmol) and 2-aminothiazole (100 
mg, 1 .0 mmol) following the general procedure D. 

20 LC-MS (m/z): 384 (M+1f ; 1 H NMR (400 MHz, DMSO-d 8 ): 5 1.06 (d, 6H), 2.14 (m, 

1H), 2.88 (s, 3H), 3.11 (s, 2H), 4.39 (d, 2H), 6.19 (s, 1H), 6.89 (d, 1H), 7.14 (s. 1H), 7.39 (d, 
1H), 8.13 (d, 1H), 8.50 (br, 1H), 11.24 (br, 1H). 
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Example 424 

(2^2-[3-(2-lsobutoxy^methy^^ 



(2^2-t3-(2-lsobutoxy^methyl-p^ acid 
(90 mg f 86%) was prepared from (2-{2-[3-(2HSobutoxy-4-methyl-phenyl)-ureido]-ttiia2ol-4-yl}- 
acetylamino)-acetic acid methyl ester (108 mg, 0.25 mmol) following the general procedure 
J. (2-{2-[3-(2Msobutoxy^-methyl-phen 

methyl ester (150 mg t 70%) was in turn prepared from {2-[3-(2HSobutoxy-4-methyl-phenyl)- 
ureido]-thiazol-4-yl}-acetic acid (181 mg, 0.5 mmol) and glycine methyl ester hydrochloride 
following the general procedure K. 
LC-MS (m/z): 421 (M+1)*. 

Example 425 

1-(5-Fomnyl-2-isobutoxy-phenyl)-3-thiazol-2-yl-urea 
H 3 C N .CH 3 



4-(2-Methylpropoxy)-3-nitrobenzaldehyde (0.83 g, 75%) was prepared from 2-methyl- 
propanol (0.46 ml, 5.0 mmol) and 4~fluoro-3-nitrobenzaldehyde (0.77 g, 5.0 mmol) following 
the general procedure G. This was reduced to 54ormyl-2-(2-methyIpropoxy)-aniline (0.49 g, 
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68%) following general procedure B. 1-(5-Formyl-2-isobutoxy-phenyl)-3-thiazol-2-yl-urea 
(208 mg t 65%) was prepared from 5-formyl-2-(2-methylpropoxy)aniline (193 mg, 1.0 mmol) 
and 2-aminothiazole (100 mg, 1.0 mmol) following the general procedure D. 

LC-MS (m/z): 320 (M+1)*; 'H NMR (400 MHz, DMSO-d 6 ): 6 1.06 (d, 6H), 2.16 (m f 
5 1H), 3.96 (d, 2H), 7.16 (d, 1H), 7.25 (d, 1H), 7.40 (dd, 1H), 7.61 (d, 1H), 8.69 (s f 1H), 9.86 (s, 
1H) f 10.75 (br.1H), 11.51 (br, 1H). 

Example 426 

2^2^3-(2-lsobutoxy^methyl-phe^ 
10 acetamide 




242-[3-(2-lsobutoxy-4-methyl-phenyl)-ure!do^ 
acetamide (130 mg, 62%) was prepared from {2-[3-(2nsobutoxy-4-methyl-phenyl)-ureido]- 
thiazol-4-yl}-acetic acid (181 mg, 0.5 mmol) and 2-methoxyethylamine following the general 
15 procedure K. 

LC-MS (m/z): 421 (M+1)\ 

Example 427 

1-(5-Fluoro-2-isobutoxy-4-methyl-phenyl)-3-thiazol-2-yl-urea 



WO 2004/002481 



PCT/DK2003/000449 



424 




F 



2-Fluoro-5-(2-methylpropoxy)-4-nitrotoluene (073 g, 65%) was prepared from 2- 
methylpropanol (0.46 ml, 5.0 mmol) and 2,5-difluoro-4-nitrotoluene (0.86 g, 5.0 mmol) 
following the general procedure G. This was reduced to 5-fluoro-4nmethyl-2-(2- 
5 methylpropoxyj-aniline (0.45 g, 70%) following general procedure C. 1-(5-Fluoro-2-isobutoxy- 
4-methyJ-phenyl)-3-thiazol-2-yl-urea (205 mg, 64%) was prepared from 5-fiuoro-4-methyl-2- 
(2-methylpropoxy)-aniline (197 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) 
following the general procedure D. 

LC-MS (mfc): 324 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.03 (d, 6H), 2.16 (m, 
10 1H), 2.17 (s, 3H), 3.80 (d, 2H), 6.92 (d, 1H), 7.14 (d, 1H), 7.38 (d, 1H), 7.93 (d, 1H), 8.50 (br, 
1H), 11.44 (br,1H). 



Example 428 

1-(5-Fluoro-2-isobutoxy-phenyl)-3-thiazol-2-yl-urea 
H 3 C^CH 3 



O 




5-Fluoro-2-(2-methylpropoxy)-4-nitrobenzene (0.83 g, 78%) was prepared from 2- 
methylpropanol (0.46 ml, 5.0 mmol) and 2,5-difluoro4-nitrobenzene (0.80 g, 5.0 mmol) 
following the general procedure G. This was reduced to 5-fluoro-2-(2-methyipropoxy)-aniIine 
(0.58 g, 81%) following general procedure C. 1-(5-Fluoro-2-isobutoxy-phenyl)-3-thiazol-2-yl- 
20 urea (220 mg, 72%) was prepared from 5-fluoro-2-(2-methylpropoxy)-aniline (1 83 mg, 1 .0 
mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the general procedure D. 
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LC-MS (m/z): 310 (M+1f ; X H NMR (400 MHz, DMSO-d 6 ): 5 1.03 (d, 6H), 2.11 (m, 
1H), 3.80 (d, 2H), 6.79 (m, 1H), 6.99 (m, 1H), 7.15 (d, 1H), 7.39 (d, 1H) f 8.01 (dd, 1H), 8.60 
(br,1H), 11.52 (br, 1H). 

Example 429 

1 -(2-lsobutylsuffanyl^me%^^ 



3-(lsobutylsutfanyl)-4-nitrotoluene (0.75 g, 67%) was prepared from 2-methyI- 
propanethiol and 3-fluoro-4-nitrotoIuene (0.77 g, 5.0 mmol) following the general procedure 
A. This was reduced to 2-isobutylsulfanyl^methyl-aniline (0.46 g, 63%) following general 
procedure B. 1-(2-lsobutylsulfanyl-4-methyl-phenyl)-3-thia2ol-2-yl-urea (218 mg, 68%) was 
prepared from 2-isobutylsulfanyW-methyt-aniline (195 mg, 1.0 mmol) and 2-aminothiazole 
(100 mg, 1.0 mmol) following the general procedure D. 

LC-MS (m/z): 318 (M+1)\ 1 H NMR (400 MHz, DMSO-d 6 ): 8 0.85 (m, 6H), 1.40 (m, 
1H), 2.26 (s, 3H), 2.80 (m, 2H), 7.11 (s, 1H), 7.29 (s, 1H), 7.38 (d, 1H), 7.89 (d, 1H), 8.65 (br, 
1H), 11.28 (br, 1H). 

Example 430 

{2-[3-(2-lsobutylsulfanyI-4-methyl-phenyl)-ureido]-thiazol-4-ylhacetic acid ethyl ester 
H3C..CH3 



{2-[3-(2-lsobutylsulfanyl-4-methyl-phenyl)-ureidoHhiazol-4-yl}-acetic acid ethyl 
ester (276 mg, 68%) was prepared from 2-isobutylsulfanyl-4-methyl-aniline (195 mg, 1.0 
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mmol) and ethyl 2-amino-4-thiazolylacetate (186 mg, 1.0 mmol) following the general 
procedure D. Hydrolysis of this ester following general procedure J gave {2-[3-(2- 
isobuty!sulfanyl-4-methyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid (230 mg, 90%). 

LC-MS (m/z): 380 (M+1f, 1 H NMR (400 MHz, DMSO-d 6 ): 5 0.85 (m, 6H), 1.49 (m, 
5 1H), 2.26 (s, 3H), 2.83 (m, 2H), 3.56 (s, 2H), 6.85 (s, 1H), 7.09 (d, 1H), 7.29 (d, 1H), 7.89 (d, 
1H), 8.65 (br, 1H), 11.28 (br, 2H). 



3-Cydopentanesulfanyl-4-nitrotoluene (0.47 g, 2.0 mmol) was oxidized to 3- 
cyclopentanesulfinyl-4-nitrotoluene (0.46 g, 91%) following general procedure R (using one 
equivalent of m-CPBA). 3-Cyclopentanesulfinyl-4-nitrotoIuene was reduced to 2- 
cyclopentanesulfinyM-methyl-aniline (0.33 g, 81%) following general procedure C. 1-(2- 

15 Cyclopentanesulfinyl-4-methyl-phenyl)-3-thiazol-2-yl-urea (225 mg, 65%) was prepared from 
2-cyclopentanesulfinyl-4-methyl-aniline (223 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 
1.0 mmol) following the general procedure D. 

LC-MS (m/z): 350 (M+1f; 1 H NMR (400 MHz, DMSO-d 6 ): 8 1.58 (m, 6H), 1.78 (m, 
1H), 1.94 (m, 1H), 2.34 (s, 3H), 3.43 (m, 1H), 7.11 (d, 1H), 7.33 (dd, 1H), 7.36 (dd, 1H), 7.43 

20 (s, 1H), 7.80 (d. 1H), 8.93 (br, 1H), 11.25 (br, 1H). 



Example 431 

1-(2-Cydopentanesulfinyl-^methyl-phenyl)-3-thiazol-2-yl-urea 



10 




Example 432 

1-(2-Cyclopentanesulfonyl-4-methyl-phenyl)-3-thiazol-2-yl-urea 
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3-Cyclopentanesulfanyl-4-nitrotoluene (0.83 g, 70%) was prepared from cyclopentyl 
mercaptan and 3-fluoro4-nitrotoluene (0.77 g, 5.0 mmo!) following the general procedure A. 
This was oxidized to 3-cyclopentanesulfonyl-4-nitrotoluene (0.84 g, 90%) following general 
procedure R. 3-Cyclopentanesulfonyl-4-nitrotoluene was reduced to 2-cyclopentanesulfonyI- 
5 4-methyl-aniline (0.53 g, 70%) following general procedure C. 1-(2-CyclopentanesulfonyW- 
methyl-phenyl)-3-thiazol-2-yl-urea (225 mg, 62%) was prepared from 2-cyclopentanesulfonyl- 
4-methyl-aniline (239 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the 
general procedure D. 

LC-MS (m/z): 366 (M+1)*; 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.58 (m, 2H), 1.78 (m f 
10 2H), 1 .86 (m, 2H), 2.04 (m, 2H), 2.38 (s, 3H), 3.54 (m, 1H), 6.94 (d t 1 H) t 7.43 (dd, 1 H), 7.61 
(d, 1H), 7.67 (d, 1H), 8.18 (d, 1H), 9.20 (br, 1H), 11.25 (br, 1H). 



Example 433 

{2-[3-(2-CyclopentanesulfonyM-methyl-phenyl)-ureido]4hiazol-4-yl}-acetic acid ethyl 



15 ester 




hLC 



H 

f%/N S 
O N- V 




(2-[3-(2-Cyclopentanesulfonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid 
ethyl ester (305 mg, 68%) was prepared from 2-cyclopentanesulfonyl-4-methyl-aniline 
(239 mg, 1.0 mmol) and ethyl 2-amino-4-thiazolylacetate (186 mg, 1.0 mmol) following the 
20 general procedure D. 

LC-MS (m/z): 452 (M+1)*, 1 H NMR (400 MHz, DMSO-d 6 ): 6 1.19 (t, 3H), 1.58 (m, 4H), 
1 .84 (m, 4H), 2.35 (s, 3H), 3.65 (s, 2H), 3.77 (m, 1 H), 4.08 (q, 2H), 6.91 (s, 1 H), 7.52 (d, 1H), 
7.63 (s, 1H), 8.00 (d, 1H), 8.91 (br, 1H), 11.89 (br, 1H). 



25 



Example 434 

{2-[3-(2-Cyclopentanesulfonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid 
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OH 



Following the general procedure J, {2-[3-(2-cyclopentanesulfonyl-4-methyl-phenyl)- 
ureido]-thiazol-4-yl}-acetic acid ethyl ester (225 mg, 0.5 mmol) was hydrolyzed to afford {2- 
[3-(4HTiethyl-2-[2-me%lpropoxy]phen^ acid (193 mg, 92%). 

LC-MS (m/z): 424 (M+1f , 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.60 (m, 4H), 1.84 (m f 
4H), 2.36 (s, 3H), 3.57 (s, 2H), 3.77 (m, 1H), 6.87 (s, 1H), 7.52 (d, 1H), 7.63 (s, 1H), 8.01 (d, 
1H), 8.95 (br, 1H), 12.32 (br, 2H). 

Example 435 

2-{243-(2*C^dopentanesulfonyl^-methyl-phenyl)«ureido]-thiazoI^yl}-N-methyl- 
acetamide 




2^2-t3-(2-CydopentanesulfonyM-methyl-phenyl)-ureido]4hia20l-4-yl}-N-methyl- 
acetamide (30 mg, 68%) was prepared from {2-[3-(4-methyl-2-[2-methylpropoxy]phenyl)- 
ureido]-thiazol-4-yl}-acetic acid (42 mg, 0.1 mmol) and methylamine following the general 
procedure K. 

LC-MS (m/z): 437 (M+1)\ 



Example 436 
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2^2-[3K2^clopentanesu1fonyl^m 
methoxy-ethyl)-acetamide 



2^2-[3^2-Cydopentanesulfonyl^methyl-phenyl)^ 
acetamide (30 mg, 68%) was prepared from {2-[3-(4-methyl-2-[2-methylpropoxy]phenyl)- 
ureido]-thiazol-4-yl}-acetic acid (42 mg, 0.1 mmol) and 2-methoxyethylamine following the 
general procedure K. 

LC-MS (m/z): 480 (M+1)\ 1 H NMR (400 MHz, DMSO-d 6 ): 8 1.60 (m, 4H), 1.84 (m. 
4H), 2.36 (s, 3H), 3.21 (m, 4H), 3.24 (s, 3H), 3.43 (s, 2H), 3.76 (m, 1H), 6.81 (s, 1H), 7.52 (d, 
1H), 7.63 (s, 1H), 8.05 (br, 2H), 8.95 (br, 1H), 11.85 (br, 1H). 

Example 437 

1-(2-Cyclopentylamino-4-methyl-phenyl)-3-thiazol-2-yl-urea 



2-Cyclopentylamino-4-methyl-aniline (0.64 g t 68%) was prepared from 
cyclopentylamine (1 .0 ml, 10.0 mmol) and 3~fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following 
the general procedure W. 1-(2-Cydopentylamino-4-methyl-phenyl)-3-thiazol-2-yl-urea (195 
mg, 62%) was prepared from 2-cyclopentylamino-4-methyl-aniline (190 mg, 1.0 mmol) and 2- 
aminothiazole (100 mg, 1.0 mmol) following the general procedure D. 




\ 
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LC-MS (m/z): 317 (M+1)*, 1 H NMR (400 MHz, CDCfe): 5 1.46 (m, 2H), 1.59 (m, 2H). 
1.68 (m, 2H), 2.01 (m, 2H), 2.32 (s, 3H) f 3.78 (m t 1H), 6.51 (d, 1H), 6.56 (s, 1H), 6.88 (d, 1 H), 
7.07 (br, 1H), 7.31 (d, 1H), 9.30 (br, 1H), 10.72 (br, 1H). 

Example 438 

1-(2-lsobutylamino-4-methyl-phenyl)-3-thiazol-2-yl-urea 



2-lsobutylamino-4-methyl-aniline (0.61 g, 69%) was prepared from isobutylamine 
(0.73 g, 10.0 mmol) and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the general 
procedure W. 1-(2-lsobutylamino-4-methyl-phenyl)-3-thiazol-2-yl-urea (196 mg, 65%) was 
prepared from 2-lsobutylamino-4-methy1-aniline (178 mg, 1.0 mmol) and 2-aminothiazoIe 
(100 mg, 1.0 mmol) following the general procedure D. 

LC-MS (m/z): 305 (M+1)\ 1 H NMR (400 MHz, CDCI 3 ): 8 0.95 (d, 6H), 1.88 (m, 1H), 
2.31 (s, 3H), 2.92 (d, 2H), 4.15 (br, 1H), 6.51 (m, 2H), 6.87 (d, 1H), 7.08 (m, 1H), 7.31 (d, 
1H), 9.30 (br, 1H), 10.72 (br, 1H). 

Example 439 

1-[4-Methyl-2-(methyl-propyl-amino)-phenyl]-3-thiazol-2-yl-urea 



4-Methyl-2-(methyl-propyl-amino)-aniline (0.56 g, 63%) was prepared from N- 
methyl-propylamine (0.73 g, 10.0 mmol) and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) 
following the general procedure W. 1-[4-Methyl-2-(methyl-propyl-amino)-phenyl]-3-thiazol- 
2-yl-urea (215 mg, 71%) was prepared from 4-methyl-2-(methyl-propyl-amino)-aniline 
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(178 mg f 1.0 mmol) and 2-aminothiazoIe (100 mg, 1.0 mmol) following the general 
procedure D. 

LC-MS (m/z): 305 (M+1)* f 1 H NMR (400 MHz, DMSO-d 6 ): 5 0.85 (t, 3H), 1.40 (m, 2H), 
2.24 (s, 3H). 2.54 (s, 3H), 2.79 (t t 2H), 6.87 (dd, 1H), 7.02 (d, 1H) f 7.09 (d, 1H) f 7.37 (d f 1H). 
7.99 (d, 1H), 8.80 (br ? 1H), 11.36 (br, 1H). 

Example 440 

1 -[2^Butyl-methyl-amino)-4HTieto 



4-Methyl-2-(butyI-methyl-amino)-aniline (0.62 g, 65%) was prepared from N- 
methyl-butylamine (0.87 g, 10.0 mmol) and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) 
following the general procedure W. 1-[2-(Butyl-methyl-amino)-4-methyl-phenyG-3-thiazol- 
2-yl-urea (220 mg, 69%) was prepared from 4-methyl-2-(butyl-methyl-amino>-aniline (192 
mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the general procedure 
D. 

LC-MS (m/z): 319 (M+1)\ 1 H NMR (400 MHz, DMSO-d 6 ): 5 0.82 (t, 3H), 1.27 (m, 2H), 
1.38 (m, 2H), 2.24 (s, 3H), 2.54 (s, 3H), 2.82 (t, 2H), 6.87 (d, 1H), 7.02 (s, 1H), 7.09 (d, 1H), 
7.37 (d, 1H), 7.97 (d, 1H), 8.80 (br, 1H), 11.37 (br, 1H). 

Example 441 

1-(2-Diethylamino-4-methyl-phenyl)-3-thiazol-2-yl-urea 
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2-(Diethyl-amino)-4-methyl-aniline (0.63 g, 71%) was prepared from diethylamine 
(0.73 g, 10.0 mmol) and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the general 
procedure W. H2-Diethylamino-4-methyl-phenyl)-3-thiazol-2-yl-urea (188 mg, 62%) was 
prepared from 2-(diethyl-amino)-4-methyl-aniline (178 mg, 1.0 mmol) and 2-aminothiazole 
5 (100 mg, 1.0 mmol) following the general procedure D. 

LC-MS (m/z): 305 (M+1)*, 1 H NMR (400 MHz, DMSO-d 6 ): 5 0.89 (t. 6H), 2.24 (s, 3H), 
2.90 (q, 4H), 6.92 (dd, 1H), 7.04 (d, 1H), 7.09 (d, 1H), 7.37 (d, 1H), 8.04 (d, 1H), 9.00 (br. 
1H), 11.44 (br,1H). 

10 Example 442 

1-[2-((^clopropylmethyl-propyl^mino)-^methyl-phenyl]-3-thiazol-2-yl-urea 




2-(Cyclopropylmethyl-propyl-amino)-4-methyl-aniline (0.68 g, 63%) was prepared 
from N-propyl-cyclopropanemethylamine (1.13 g. 10.0 mmol) and 3-fluoro-4-nitrotoluene 
1 5 (0.77 g, 5.0 mmol) following the general procedure W. 1-[4-Methyl-2-(methyl-propyl- 

amino)-phenyl]-3-thiazol-2-yl-urea (210 mg, 61%) was prepared from 4-methyl-2-(methyl- 
propyl-amino)-aniline (218 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) 
following the general procedure D. 

LC-MS (m/z): 345 (M+1)*, 1 H NMR (400 MHz, DMSO-d 6 ): 5 -0.24 (m, 2H), 0.30 (m, 
20 2H), 0.80 (m, 4H), 1.32 (m, 2H), 2.24 (s, 3H), 2.69 (d, 2H), 2.91 (t, 2H), 6.90 (dd, 1H), 7.07 
(m, 2H), 7.37 (d, 1H), 8.01 (m, 1H), 9.00 (br, 1H), 11.51 (br, 1H). 

Example 443 

1-[2-(lsobutyl-methyl-amino)-4-methyl-pheny0-3-thiazol-2-yl-urea 
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2-(lsobutyl-methyl-aminoH-methyl-ani!ine (0.62 g, 65%) was prepared from N- 
isobutyi-methylamine (0.87 g, 10.0 mmol) and 3-fluoro4-nitrotoluene (0.77 g, 5.0 mmol) 
following the general procedure W. H2-(lsobutyl-methyl-amino)-4-^ethyl-phenyll-3- 
5 thiazol-2-yl-urea (216 mg, 68%) was prepared from 2-(isobutyl-methyl-amino>4-methyl- 
aniline (192 mg, 1.0 mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the general 
procedure D. 

LC-MS (m/z): 319 (M+1) + , 1 H NMR (400 MHz, CDCI 3 ): 8 0.86 (d, 6H), 1.68 (m, 1H), 
2.31 (s, 3H), 2.58 (s, 3H), 2.66 (d, 2H), 6.88 (d, 1H) f 6.96 (m, 2H), 7.44 (d, 1H), 8.12 (d, 1H), 
10 9.20(br, 1H), 11.36 (br,1H). 

Example 444 

(243-f2^lsobutyl-methyl-amino)^methyl-phenyQ-ureido^thiazol-4-yl)-acetic acid 
ethyl ester 



(2-{3-[2-(lsobutyl-methyl-amino)^methyl-pheny0-ureido}-thiazol-4-yl)-acetic acid 
ethyl ester (290 mg, 72%) was prepared from 2-(isobutyl-methyl-amino)^methyl-aniline 
(192 mg, 1.0 mmol) and ethyl 2-amino-4-thiazolylacetate (186 mg, 1.0 mmol) following the 
general procedure D. Hydrolysis of this ester following the general procedure J gave (2-{3- 
20 t2-(isobutyl-methyl-aminoH'^ethyl-phenyl]-ureidoHhiazol-4-yl)-acetic acid (250 mg, 92%). 




15 



OH 
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LC-MS (m/z): 377 (M+1)\ 1 H NMR (400 MHz, DMSO-d 6 ): 8 0.85 (d, 6H), 1.60 (m, 
1H), 2.21 (s, 3H), 2.66 (m t 5H), 3.53 (s, 2H), 6.81 (s, 1H), 6.85 (d, 1H) t 6.99 (s, 1H), 7.95 <d, 
1H), 8.60 (br, 1H), 11.55 (br f 1H), 12.35 (br, 1H). 



2-(2^3-[2^isobutyl-meth^amino 
acetamide 



10 acetamide (63 mg, 65%) was prepared from (2-{3-[2-(isobutyl-methyI-amino)^methyl- 
phenyQ-ureidoHhiazol-4-yl)-acetic acid (95 mg, 0.25 mmol) and methylamine following the 
general procedure K. 

LC-MS (m/z): 390 (M+1)\ *H NMR (400 MHz, CDCI 3 ): 5 0.85 (d, 6H), 1.67 (m, 1H), 
2.29 (s, 3H), 2.63 (s, 3H), 2.75 (s, 2H), 2.80 (s, 3H), 3.62 (s, 2H), 6.50 (br, 1H), 6.62 (s, 1H), 

15 6.93 (m, 2H), 8.04 (d, 1H), 8.68 (br, 1H), 10.00 (br, 1H). 



5 



Example 445 




2-(2^3-[2-(lsobutyl-methyl-amino)^m 



Example 446 

2-(2^3-[2-(lsobutyl-methyl-aminoM^^ 
methoxy-ethyl)-acetamide 
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O 



\ 

CH 3 

2-(2^3-[2-(lsobutyInrne%l-aminoM-me%'-pte^ 
methoxy-ethyl)-acetamide (78 mg, 72%) was prepared from (2-{3-t2-(isobutyl-methyl-amino)- 
4-methyl-phenyl]-ureidoHhia20l-4-yl)-acetic acid (95 mg, 0.25 mmol) and 2- 
5 methoxymethylamine following the general procedure K. 

LC-MS (m/z): 434 (M+1f. 



Example 447 

1 -{4-Methyl-2-pyrrolidin-1 -yl-phenyl)-3-thiazol-2-yI-urea 



10 




4-MethyI-2-(pyrrolidin-1-yl)aniline (0.57 g, 65%) was prepared from pyrrolidine 
(0.71 g, 10.0 mmol) and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the general 
procedure W. 1-(4-Methyl-2-pyrrolidin-1-yl-phenyl)-3-thia2ol-2-yl-urea (217 mg, 72%) was 
prepared from 4-methyl-2-(pyrrolidin-1-yl)aniline (176 mg, 1.0 mmol) and 2-aminothiazole 
15 (100 mg, 1.0 mmol) following the general procedure D. 

LC-MS (m/z): 303 (M+1)\ 1 H NMR (400 MHz, DMSO-d 6 ): 5 1.89 (m, 4H), 2.23 (s, 
3H), 3.02 (m, 4H), 6.75 (dd, 1H), 6.88 (d, 1H), 7.09 (d, 1H), 7.36 (dd, 1H). 7.70 (d, 1H), 8.40 
(br,1H), 11.07 (br,1H). 
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Example 448 

1 -[2-(2,3-Dihydro-indol-1 -yl)-5-fluoro-phenyl]-3-thiazol-2-yl-urea 




F 



2-(2,3-Dihydro-indol-1-yl)-5-fIuoro-aniIine (0.59 g, 52%) was prepared from 
5 indoline (0.6 g, 5.0 mmol) and 2,5-difluoro-nitrobenzene (0.80 g, 5.0 mmol) following the 
general procedure W. 1-[2-(2,3-Dihydro-indoM-yl)-5-fluoro-phenyl]-3-thiazol-2-yl-urea 
(198 mg, 56%) was prepared from 2-(2 f 3-dihydro-indol-1-yl)-5-fluoro-aniline (228 mg f 1.0 
mmol) and 2-aminothiazole (100 mg, 1.0 mmol) following the general procedure D. 

LC-MS (m/z): 355 (M+1)\ 1 H NMR (400 MHz, DMSOd 6 ): 8 3.16 (t, 2H), 3.70 (br, 2H), 
10 6.10 (d, 1H), 6.73 (m, 1H), 6.94 (m, 2H), 7.14 (d, 1H), 7.22 (d, 1H), 7.34 (m, 2H), 8.13 (dd, 
1H), 9.01 (br, 1H), 11.32 (br,1H). 



Example 449 

1 -(4-Methy!-2«piperidin-1 -yt-phenyl)-3-thiazol-2-yl-urea 




15 

4-Methyl-2-(piperidin-1-yl)-aniline (0.63 g, 67%) was prepared from piperidine 
(0.85 g, 10.0 mmol) and 3-f!uoro-4-nitrotoluene (0.77 g, 5.0 mmol) following the general 
procedure W. 1-(4-Methyl-2-piperidin-1-yl-phenyl)-3-thiazol-2-yl-urea (214 mg, 68%) was 
prepared from 4-methyl-2-(piperidin-1-yl)-aniline (190 mg, 1.0 mmol) and 2-aminothiazole 
20 (100 mg, 1 .0 mmol) following the general procedure D. 
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LC-MS (m/z): 317 (M+1)*, 'H NMR (400 MHz, CDCI 3 ): 6 1.49 (m, 2H), 1.69 (m, 4H), 
2.30 (s, 3H), 2.82 (t, 4H), 6.92 (m, 3H), 7.47 (d, 1H), 7.96 (d, 1H), 8.90 (br, 1H), 11.36 (br, 
1H). 

5 EXAMPLE 450 

{2-[3-(4-Methyl-2-piperidin-1 -yl-phenyl)-ureido]-thiazol-4-yl}-acetic acid 




OH 



{2-[3^4-Methyl-2-piperidin-1-yl-phenyl)-ureido]-thiazoI-4-yl}-acetic acid ethyl ester 
(285 mg ? 71%) was prepared from 4-methyl-2-(piperidin-1-yl)-aniline (190 mg, 1.0 mmol) and 
1 0 ethyl 2-amino-4-thiazoIylacetate (1 86 mg, 1 .0 mmol) following the general procedure D. 
Hydrolysis of this ester following general procedure J gave {2-[3-(4-methyl-2-piperidin-1-yl- 
phenyl)-ureido]-thiazol-4-yl}-acetic acid (238 mg, 90%). 

LC-MS {m/z): 375 (M+1)*; 1 H NMR (400 MHz, DMSO-d 8 ): 8 1.53 (br, 2H), 1.75 (m, 
4H), 2.23 (s, 3H), 2.70 (m, 4H), 3.55 (s, 2H), 6.83 (s, 1H), 6.87 (d, 1H), 6.99 (s, 1H), 7.92 (d, 
15 1H), 8.40 (br, 1H), 11.28 (br, 1H), 12.42 (br, 1H). 

Example 451 

1-[2-(2-Fluoro-6-methoxy-phenoxy)-4-methyl-phenyI]-3-thiazol-2-yl-urea 




20 3-(2-fluoro-6nriethoxyphenoxy)-nitrotoluene (0.9 g, 65%) was prepared from 2-fluoro- 

6-methoxyphenol (0.78 g, 5.5 mmol) and 3-fluoro-4-nitrotoluene (0.77 g, 5.0 mmol) following 
the general procedure A. This compound was reduced to 4-fluoro-2-(2-f!uoro-6- 
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methoxyphenoxyjaniline (0.58 g, 72%) following the general procedure C. 1-[2-(2-Fluoro-6- 
methoxy-phenoxyH-methyl-phenyll-3-thiazol-2-yl-urea (122 mg, 65%) was prepared from 2- 
(2-fluoro-6-methoxy-phenoxyH-methyl-aniline (124 mg, 0.5 mmol) and 2-aminothiazole (60 
mg f 0.6 mmol) following the general procedure D. 
5 LCMS (m/z): 374 (M + 2f; 1 H NMR (400 MHz, DMSO-cfe): 8 2.13 (s, 3H), 379 (s, 3H), 

6.30 (s. 1H), 6.83 (d, 1H), 7.07 (m, 3H), 7.34 (m, 2H), 8.06 (d, 1H), 8.97 (br, 1H), 10.93 (s, 
1H). 

EXAMPLE 452 

10 1-[2-(2-Fluoro-6-methoxy-phenoxy)-4-(4-meto^ 
thiazol-2-yl-urea 




3-(2-fluoro-6-methoxyphenoxy)-nitrotoluene (0.28 g, 1.0 mmol) was heated with N- 
15 bromosuccinimide (200 mg, 1.1 mmol) and dibenzoyl peroxide (10 mg) in CCI 4 (10 mL) at 90 
°C for 3 hr. The reaction mixture was cooled, filtered and the filtrate was concentrated. To 
the residue was added N-methylpiperizine (1 10 mg, 1.1 mmol) in THF (5 mL) and the mixture 
was heated at 60 °C for 4 hr. The volatiles were removed under reduced pressure. The 
residue was dissolved in ethyl acetate and washed (brine), dried (Na2S0 4 ) and concentrated. 
20 The resulting nitrobenzene was reduced to 2-(2-fluoro-6-methoxy-phenoxy)-4-(4-methyl- 
piperazin-1-ylmethyl)~aniline (224 mg, 65%) following the general procedure C. 1-[2-(2- 
Fluoro-6-methoxy-phenoxy)^(4-methyl-p^ 

(130 mg, 55%) was prepared from 2-(2-fluoro-6-methoxy-phenoxy)-4-(4-methyl-piperazin-1- 
ylmethyl)-aniline (172 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the 
25 general procedure D. 

LCMS (m/z): 472 (M + 2)*; 1 H NMR (400 MHz, DMSO-d 6 ): S 2.12 (s, 3H), 2.24 (br, 
8H), 3.28 (s, 2H), 3.77 (s, 3H), 6.46 (s, 1H), 6.89 (d, 1H), 7.07 (m, 3H), 7.34 (m, 2H), 8.1 1 (d, 
1H), 9.02 (br, 1H), 10.96 (s, 1H). 
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Example 453 

(2^3-[2-(2-Ruoro-(^Hrneth^ acid 




OH 



(2-{3-[2-(2-Fluoro^-metho^^ 
5 add ethyl ester (330 mg, 72%) was prepared from 2-(2-fluoro6-methoxyphenoxy)-aniline 
(247 mg, 1.0 mmol) and ethyl 2-amino-4-thiazolylacetate (186 mg, 1.0 mmol) following the 
general procedure D. Hydrolysis of this ester following general procedure J gave (2-{3-[2-(2- 
fluoro^-methoxy-phenoxy)-4-methyl-phenyll-ureido}-thiazol-4-yl)-acetic acid (283 mg, 91%). 
LCMS {mfy: 432 (M + 2f; 'H IMMR (400 MHz, DMSOd B ): 5 2.13 (s, 3H), 3.55 (s, 2H), 
10 3.79 (s, 3H), 6.30 (s, 1H), 6.83 (d, 1H), 6.88 (s, 1H), 7.03 (m, 2H), 7.34 (m, 1H), 8.04 (d. 1H), 
9.05 (br,1H), 11.02 (br, 2H). 



Example 454 

1-[2-(2-Fluoro-6-methoxy-phenoxy)-5-formyl-phenyl]-3-thiazol-2-yl-urea 




4-(2-Fluoro-6-methoxy-phenoxy)-3-nitrobenzaldehyde (1.0 g, 70%) was prepared 
from 2-fluoro-6-methoxyphenol (0.78 g, 5.5 mmol) and 4-fluoro-3-nitrobenzaldehyde (0.84 g ( 
5.0 mmol) following the general procedure A. This was reduced to 5-formyl-2-(2-fluoro-6- 
methoxy-phenoxy)-aniline (0.57 g, 62%) following general procedure B. 1-[2-(2-Fluoro-6- 
20 methoxy-phenoxy)-5-formyl-phenyl]-3-thiazol-2-yl-urea (265 mg, 69%) was prepared from 5- 
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foiTTiyl-2-(2-fluoro-6-methoxy-phenoxy)-aniline (261 mg, 1.0 mmol) and 2-aminothiazo!e (100 
mg, 1.0 mmol) following the general procedure D. 

LC-MS (/n/z): 388 (M+1)\ 1 H NMR (400 MHz, DMSO-d 6 ): 5 3.80 (s, 3H), 6.71 (d, 1H) ( 
7.14 (m, 3H), 7.39 (m, 2H), 7.52 (dd, 1H), 8.78 (d, 1H), 9.31 (br, 1H), 9.90 (s, 1H), 11.04 (s, 



Example 455 

1 -[2-(2-Ruoro^-methoxy-phenoxy)-^ 

urea 



1-[2-(2-Fluoro-6-methoxy-phenoxy)-5-moiphoH^ 
urea (35 mg, 78%) was prepared from 1-[2-(2-fluoro-6-methoxy-phenoxy)-5-formyl-phenyll-3- 
thiazot-2-yl-urea (39 mg, 0.1 mmol) and morpholine following the general procedure O. 

LC-MS (m/z): 459 (M+1)\ 1 H NMR (400 MHz, DMSO-d 6 ): 5 2.24 (s, 4H), 3.30 (s, 2H), 
15 3.48 (s, 4H), 3.77 (s, 3H), 6.48 (s, 1H), 6.93 (d, 1H), 7.10 (m, 3H), 7.37 (m f 2H), 8.12 (d t 1H), 
9.04 (br, 1H), 10.96 (br t 1H). 



5 1H). 



10 




Example 456 



1-[2^2-Ruoro-6-methoxy-phenoxy)-5-methanesulfonylmethyl-phenyl]-3-thiazol-2-yl- 



20 



urea 
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4-(2-Fluoro*fnethoxyphenoxy)-3-nitrotoluene (0.28 g, 1.0 mmol) was heated with N- 
bromosuccinimide (200 mg, 1.1 mmol) and dibenzoyl peroxide (10 mg) in CCU (10 mL) at 90 
5 °C for 3 hr. The reaction mixture was cooled, filtered and the filtrate was concentrated. To 
this residue was added sodium methanesulfinate (110 mg, 1.1 mmol) in THF (5 mL) and the 
mixture was heated at 60 °C for 4 hr. The volatiles were removed under reduced pressure. 
The residue was dissolved in ethyl acetate and was washed (brine), dried (Na 2 S0 4 ) and 
concentrated. The resulting nitrobenzene was reduced to 2-(2-fluoro-6-methoxy-phenoxy)-5- 
10 methanesulfonylmethyl-aniline (210 mg, 65%) following the general procedure B. 1-[2-(2- 
Fluoro-6-methoxy-phenoxy)-5-methanesulfonylmethyl-phenyl]-3-thiazol-2-yl-urea (1 38 mg, 
61%) was prepared from 2-(2-fluoro-6-methoxy-phenoxy)-5-methanesulfonylmethyl-aniline 
(162 mg, 0.5 mmol) and 2-aminothiazole (60 mg, 0.6 mmol) following the general procedure 
D. 

15 LCMS (m/z): 452 (M+1f ; 'H NMR (400 MHz, DMSO-d 6 ): 5 2.93 (s, 3H), 3.35 (s, 2H), 

3.80 (s, 3H), 6.52 (d, 1H), 6.93 (d, 1H), 7.07 (m, 3H), 7.35 (m, 2H), 8.31 (s, 1H), 9.22 (br. 
1H),11.02 (s, 1H). 
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Example 457 

{5-Chloro-2-[3^2Kydopentanec^ acid 
ethyl ester 



acetic acid ethyl ester (0.05 g, 0.12 mmol) in 2 ml of acetonitrile was added N- 
chlorosuccinimide (0.018 g, 0.13 mmol). The reaction mixture was stirred under nitrogen in a 
pressure bottle excluded from light for 1 .5 hour at 80°C. The mixture was diluted with 15 ml 
of DCM t washed (1N HCI f saturated NaHC0 3 , water), dried (MgS0 4 ) and concentrated under 

1 0 reduced pressure. The crude product was purified by preparative HPLC to afford the title 
compound (0.08 g, 15%). 

HPLC-MS (Method A): m/z = 450, 452 (M+1) + ; Rt = 5.55 min. 
1 H NMR (300 MHz, CDCI 3 ): 6 1.29 (t, J = 7.2 Hz, 3H), 1.71 (m, 4H), 1.90 (m t 4H), 2.37 (s, 
3H), 3.70 (s, 2H), 3.75 (m, 1H), 4.24 (q, J= 7.2 Hz. 2H), 7.35 (d, J = 7.9 Hz, 1H), 7.70 (s, 

15 1H), 8.42 (d, J= 8.3 Hz, 1H) and 11.59 (s. 1H) 

Example 458 

{5-Bromo-2-[3-(2-cydopentanecart)onyl^methyl-phenyl)-ureido]4hiazol^ylVaceti^ acid 
ethyl ester 




5 



To a solution of {2-[3-(2^dopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl}- 




20 



To a solution of {2-[3-(2-cyclopentanecarbonyl«4-methyl-phenyl)-ureido]-thiazol-4-yl}- 
acetic acid ethyl ester (0.05 g, 0.12 mmol) in 2 ml of acetonitrile was added N- 
bromosuccinimide (0.024 g, 0.13 mmol). The reaction mixture was stirred under nitrogen in a 
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pressure bottle excluded from light overnight at 25°C. The mixture was diluted with 15 ml of 
DCM, washed (1N HCI, saturated NaHC0 3 , water), dried (MgS0 4 ) and concentrated under 
reduced pressure. The crude product was purified by preparative HPLC to afford the title 
compound (0.013 g, 21%). 
5 HPLC-MS (Method A): m/z = 494, 496 (M+1 f ; R, = 5.45 min. 

1 H NMR (300 MHz, CDCI 3 ): 6 1.29 (t, J = 7.2 Hz, 3H), 1.71 (m, 4H), 1.92 (m, 4H), 2.38 (s, 
3H), 3.73 (s, 2H), 3.77 (m, 1H), 4.23 (q. J = 7.2 Hz, 2H), 7.36 (dd, J - 1.3. 8.5 Hz, 1H). 7.73 
(s, 1H). 8.37 (d, J = 8.3 Hz, 1H) and 1 1.81 (s, 1H). 

Example 459 

10 {5-Chloro-2-[3K2-cydopentanecarbonyl^methyl-phenyl)-ureidol-thiazol^yl}-aceticadd 



H H 

YyVc, 

OH 

To a suspension of {2-[3-(2-cyclopentanecarbonyl-4-methyl-phenyl)-ureido)-thiazol-4- 
yl}-acetic acid (0.50 g, 1.29 mmol) in 20 ml of acetonitrile was added N-chlorosuccinimide 
(0.19 g, 1.42 mmol). The reaction mixture was stirred under nitrogen, in a pressure bottle 
15 exduded from light, for 2h at 80°C. The mixture was concentrated under reduced pressure, 
dissolved in DMSO and purified by preparative HPLC to afford the title compound (0.128 g, 
24%). 

HPLC-MS (Method A): m/z = 422, 424 (M+1)*; R, = 5.84 min. 
'H NMR (300 MHz, DMSO-d 9 ): 6 164 (m, 4H), 1.77 (m, 2H), 1.90 (m, 2H), 1.90 (m, 
20 2H), 2.34 (s, 3H), 3.56 (s. 2H), 3.88 (m, 1H), 7.40 (dd, J= 1.5, 8.7 Hz, 1H), 7.86 (d, J= 1.1 
Hz. 1H). 8.15(d. J = 8.3 Hz. 1H) and 10.69 (s. 1H) 
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Example 460 

{5-Bromo-2-[3^2^dopentanecarbon^^ add 



To a suspension of {2-[3-(2-^dopentanecarbonyl-4-methyl-phenyl)-ureido]-thia2ol-4- 
yl}-acetic add ethyl ester (0.20 g, 0.52 mmol) in 10 ml of acetic add was added IM- 
bromosucdnimide (0.10 g f 0.57 mmol). The reaction mixture was stirred under nitrogen in a 
pressure bottle exduded from light overnight at 25°C. The mixture was concentrated under 
reduced pressure, dissolved in DMSO and purified by preparative HPLC to afford the title 
compound (0.137 g, 57%). 

HPLC-MS (Method A): m/z = 466, 468 (M+1 )*; R, = 4.59 min. 

1 H NMR (300 MHz, DMSO-d 6 ): 6 1.64 (M, 4H), 1.76 (m, 2H), 1.89 (m, 2H), 2.34 (s, 
3H), 3.55 (s, 2H), 3.88 (m, 1H), 7.40 (d. J = 8.3 Hz, 1H), 7.87 (s f 1H) f 8.15 (d, J = 8.7 Hz, 
1H), 10.71 (s, 1H)and 12.15 (s, 1H) 

Example 461 

Bromo^2-[3^2-cydopentanecaitonyl^methyl-phenyl^^ ethyl 
ester 



To a solution of {2-[3-(2-cydopentanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl}- 
acetic acid ethyl ester (0.05 g, 0.12 mmol) in 2 ml of acetonitrile was added N- 
bromosuccinimide (0.024 g, 0.13 mmol). The reaction mixture was stirred under nitrogen in a 
pressure bottle exduded from light overnight at 25°C. The mixture was diluted with 15 ml of 




OH 
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DCM, washed (1N HCI t saturated NaHC0 3 , water), dried (MgS0 4 ) and concentrated under 
reduced pressure. The crude product was purified by preparative HPLC to afford the title 
compound (0.010 g, 17%). 

HPLC-MS (Method A): m/z = 494 p 496 (M+1) + ; R t = 5.19 min. 
5 1 H NMR (300 MHz, CDCI 3 ): 6 1.33 (t, J= 7.2 Hz, 3H), 1.71 (m, 4H), 1.92 (m, 4H), 2.37 (s, 
3H), 3.76 (m, 1H), 4.30 (dq, J = 2.3, 7.2 Hz, 2H), 5.45 (s, 1H), 7.17 (s, 1H), 7.36 (d, J= 8.7 
Hz, 1H), 7.73 (s, 1H), 8.40 (d, J= 8.7 Hz, 1H) and 11.83 (s, 1H) 



Example 462 (General procedure D) 
1 0 {2-[3-(2-Cyclopentanecarbonyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid ethyl ester 




Y Y> 



o 

To a stirred solution of phenyl-carbamic acid tert-butyl ester (1.2 g, 6.2 
mmol) in Et 2 0 (12 mL) under a nitrogen atmosphere was added dropwise a 1.7 M solution of 
t-BuLi in pentan (8.4 mL, 14.3 mmol) over a 10-min period at -20°C. The mixture was stirred 

1 5 at -1 0°C for 2.5 h and then cyclopentanecarboxylic acid methoxy-methyl-amide (1 .07 g, 6.8 
mmol) was added over 5 min. The mixture was allowed to warm to room temperature and 
stirred for further 1 h before it was quenched with aqueous NH 4 CI. The organic phase was 
isolated and the aqueous phase was extracted with CH 2 CI 2 , and the combined organic 
phases were dried and concentrated in vacuo. The crude material was dissolved CH 2 CI 2 (18 

20 mL) and TFA (6 mL) and stirred at room temperature for 2 h. The reaction mixture was 

evaporated in vacuo , and added aqueous NaHC03 to pH 7 and extracted with CH 2 CI 2 . The 
combined organic phases were dried and concentrated in vacuo to give 1.03 g (68%) of (2- 
amino-phenyl)-cyctopentyl-methanone as an oil. 

The title compound (41 mg, 16 %) was prepared from 2-amino-phenyl-cyclopentyl- 

25 methanone (120 mg, 0.63 mmol) and ethyl-2-amino-4-thiazolyl acetate (118 mg, 0.63 mmol) 
following the general procedure D. 

1 H NMR (400MHz; CDCI 3 ): S 1.28 (t, 3H), 1.66-1.77 (m, 4H), 1.84-1.96 (m, 4H), 
3.70 (s, 2H), 3.74 (br t, 1H), 4.20 (q, 2H), 6.72 (s, 1H), 7.10 (t, 1H), 7.53 (t, 1H), 7.92 (d, 1H), 
8.57 (brs, 1H). 11.78 (s, 1H); HPLC-MS : m/z = 424.0 (M+23); Rt = 4.45 min. 

30 
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Example 463 (General procedure J) 

{2H[3-(2-Cydopentanecarbonyl-phenyl)-ureido]-thia2oI^yl^ac»ti^ acid 



5 




PH 



The title compound (9 mg, 27 %) was prepared from {2-[3-(2- 



cyclopentanecarbonyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid ethyl ester (208 mg, 0.5 mmol) 
following the general procedure J. 

'H NMR (400MHz; Acetone d 8 ): S 1.85-2.11 (m, 8H) f 3.71 (s, 2H), 3.94 (br t, 1H), 
10 6.86 (s, 1H), 7.18 (t, 1H), 7.79 (t, 1H), 8.09 (d, 1H), 8.56 (d t 1H), 11.36 (s, 1H); HPLC-MS : 
m/z = 396.1 (M+23); Rt = 3.87 min. 

Example 464 (General procedure AA) 

{2-[3-(2-CydopentanecarbonyM-methoxy-phenyl)-ureido]-thiazol-4-yl}-acetic acid 
15 ethyl ester 



(2.0 g, 9.0 mmol) in Et 2 0 (20 mL) under a nitrogen atmosphere was added dropwise a 1 .7 M 
solution of t-BuLi in pentan (12.1 mL t 20.6 mmol) over a 10-min period at -20 °C. The mixture 
20 was stirred at -15 °C for 1 .5 h and then cyclopentanecarboxylic acid methoxy-methyl-amide 
(1 .55 g, 9.9 mmol) was added over 5 min. The mixture was allowed to warm to room 
temperature and stirred for further 1 h before it was quenched with aqueous NH 4 CI. The 
organic phase was isolated and the aqueous phase was extracted with CH 2 CI 2 , and the 
combined organic phases were dried and concentrated in vacuo. The crude material was 




To a stirred solution of (4-methoxy-phenyl)-carbamic acid tert-butyl ester 
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dissolved CH 2 CI 2 (18 mL) and TFA (6 mL) and stirred at room temperature for 2 h. The 
reaction mixture was evaporated in vacuo , and added aqueous NaHC03 to pH 7 and 
extracted with CH 2 CI 2) dried and concentrated to give a crude product which was purified by 
flash chromatography (Quad flash 25, EtOAoheptane 1:20 ->1:4). This gave 0.65 g (31%) of 
5 (2-amino-5-methoxy-phenyl)-cyclopentyl-methanone as an oil. 

The title compound (158 mg, 80 %) was prepared from (2-amino-5-methoxy- 
phenyl)-cycIopentyI-methanone (100 mg, 0.46 mmol) and ethyl-2-amino-4-thiazolyl acetate 
(85 mg, 0.46 mmol) following the general procedure AA. 

1 H NMR (400MHz; CDCI 3 ): 8 1.28 (t, 3H), 1.66-1.74 (m, 4H), 1.86-1.96 (m, 4H), 
10 3.68 (br t, 1H), 3.70 (s, 2H), 3.84 (s, 3H), 4.20 (q, 2H), 6.71 (s, 1H), 7.10 (dd, 1H), 7.42 (d, 
1 H), 8.45 (br s, 1 H). 9.1 3 (br s, 1H), 11 .31 (br s, 1 H); HPLC-MS : mlz = 454.1 (M+23); R, = 
5.48 min. 

Example 465 (General procedure J) 
1 5 {2-[3-(2-Cydopentanecarbonyl-4-methoxy-phe acid 




The title compound (92 mg, 86 %) was prepared from {2-[3-(2- 
cydopentanecarbonyl-4-methoxy-phenyl)-ureido]-thiazol-4-yl}-acetic acid ethyl ester (112 
mg, 0.26 mmol) following the general procedure J. 
20 1 H NMR (400MHz; DMSO d 6 ): 5 1 .58-1 .65 (m, 4H), 1 .70-1 .92 (m, 4H), 3.57 (s, 2H), 

3.82 (s, 3H), 3.88 (br p, 1H). 6.84 (s, 1H), 7.19 (dd, 1H), 7.44 (s, 1H), 8.08 (d, 1H), 10.22 (s, 
1H), 12.05 (br s, 2H); HPLC-MS : mlz = 426.1 (M+23); Rt = 4.49 min. 



25 



Example 466 (General procedure AA) 

{2-[3-(2-tyclopropanec»rbonyl^me^ acid 
ethyl ester 



WO 2004/002481 



448 



PCT/DK2003/000449 




To a stirred solution of p-tolyl-carbamic acid tert-butyl ester (1.0 g, 4.8 
mmol) in Et20 (10 mL) under a nitrogen atmosphere was added dropwise a 1.7 M solution of 
t-BuLi in pentan (6.5 mL, 11.1 mmol) over a 10-min period at -20°C. The mixture was stirred 
5 at -10°C for 2.5 h and then cyclopropanecarboxylic acid methoxy-methyl-amide (0.92 g, 6.3 
mmol) was added over 5 min. The mixture was allowed to warm to room temperature and 
stirred for further 1 h before it was quenched with aqueous NH 4 CI. The organic phase was 
isolated and the aqueous phase was extracted with CH2CI2, and the combined organic 
phases were dried and concentrated in vacuo. The crude material was dissolved CH 2 CI 2 (15 
10 mL) and TFA (15 mL) and stirred at room temperature for 3 h. The reaction mixture was 
evaporated in vacuo , and added aqueous NaHC03 to pH 7 and extracted with CH 2 CI 2 . The 
combined organic phases were dried and concentrated in vacuo to give 0.80 g crude (2- 
amino-5-methyl-phenyl)-cydopropyl-methanone as a yellow oil. 

The title compound (190 mg, 43 %) was prepared from crude (2-amino-5-methyl- 
15 phenyl)-cyclopropyl-methanone (200 mg, 1 .14 mmol) and ethyl-2-amino-4-thiazofyl acetate 
(212 mg, 1.14 mmol) following the general procedure AA. 

1 H NMR (400MHz; CDCI 3 ): S 1.04-1.10 (m, 2H), 1.24-1.30 (m, 5H), 2.39 (s, 3H), 
2.62-2.72 (m, 1H), 3.73 (s, 2H), 4.20 (q, 2H), 6.78 (s, 1H), 7.37 (dd, 1H), 7.89 (d, 1H), 8.37 
(d, 1H), 9.42 (br s, 2H), 1 1.50 (s ( 1H); HPLC-MS : m/z = 410.0 (M+23); R t = 4.1 1 min. 

20 

Example 467 (General procedure J) 

{2-[3-(2-CydopropanecarbonyM-meth^ acid 




The title compound (1 1 1 mg, 99 %) was prepared from {2-[3-(2- 
25 cydopentanecarbonyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid ethyl ester (120 mg, 0.31 
mmol) following the general procedure J. 
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1 H NMR (400MHz; DMSO d 6 ): £1.04 (br s, 4H), 2.38 (s f 3H), 2.76 (br s, 1H), 3.58 
(s, 2H), 6.86 (s ( 1H), 6.92 (d, 1H), 8.02 (s, 1H), 8.14 (d, 1H), 10.46 (s, 1H), 12.05 (br s, 2H); 
HPLC-MS : mlz = 382.0 (M+23); R t = 3.38 min. 

5 Example 468 (General procedure AA) 

{2-[3^2-Cydobutanecarbon^ add ethyl 

ester 




Crude (2-amino-5-methyl-phenyl)-cydobutyl-methanone (80%, oil) was 
10 prepared in a similar fashion as described for (2-amino-5-methyI-phenyl)-cyclopropyl- 
methanone using cydobutanecarboxylic add methoxy-methyl-amide instead of 
cyclopropanecarboxylic add methoxy-methyl-amide. 

The title compound (210 mg, 49 %) was prepared from crude (2-amino-5-methyl- 
phenyl)-cydobutyl-methanone (200 mg, 106 mmol) and ethyl-2-amino-4-thiazolyl acetate 
15 (197 mg, 1.06 mmol) following the general procedure AA. 

1 H NMR (400MHz; CDCI 3 ): S 1.30 (t, 3H), 1.83-2.50 (m f 6H), 2.36 (s, 3H), 3.76 (s, 
2H), 4.05 (p, 1H), 4.22 (q, 2H), 6.80 (s, 1H). 7.35 (d, 1H), 7.52 (s, 1H), 8.41 (br d, 1H), 11.9 
(br s, 1 H); HPLC-MS : mlz = 424. 1 (M+23); R t = 4.48 min. 

20 Example 469 (General procedure J) 

{2-[3-(2-tydobutanecartx>nyl-4-methyl-pheny^ acid 




The title compound (112 mg, 73 %) was prepared from {2-[3-(2- 
cyclobutanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid ethyl ester (165 mg, 
25 0.41 mmol) following the general procedure J. 
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*H NMR (400MHz; DMSO d e ): (51.70-2.30 (m, 6H), 2.32 (s, 3H), 3.56 (s, 2H), 4.19 
(brt, 1H) t 6.86 (s, 1H), 7.39 (d, 1H), 7.63 (s, 1H), 8.22 (d, 1H) t 10.81 (s, 1H) f 12.15 (brs, 
2H); HPLC-MS : mlz = 396.1 (M+23); R, = 3.75 min. 

Example 470 (General procedure AA) 

{2-[3-(2-Cydohexanecarbony^ acid ethyl 

ester 



methanone using cyclohexanecarboxylic acid methoxy-methyl-amide instead of 
cyclopropanecarboxylic acid methoxy-methyl-amide. 

The title compound (188 mg, 48 %) was prepared from crude (2-amino-5-methyl- 
phenyl)-cydohexyl-methanone (200 mg, 0.92 mmol) and ethyl-2-amino-4-thiazolyl acetate 
(171 mg, 1.06 mmol) following the general procedure AA. 

1 H NMR (400MHz; CDCI 3 ): 5 1.30 (t, 3H), 1.37-1.59 (m f 5H), 1.71-1.91 (m, 5H), 
2.37 (s, 3H), 3.30 (br s, 1H), 3.73 (s, 2H), 4.22 (q, 2H), 6.78 (s, 1H), 7.34 (d, 1H), 7.68 (s, 
1H), 8.39 (br d f 1H), 1 1.78 (br s, 1H); HPLC-MS : mlz = 452.2 (M+23); R, = 4.92 min. 

Example 471 (General procedure J) 

{2-[3-(2-<^dohexanecarbonyl-4-methyl-phenyl)-ureido]-thiazol-4-yl}-acetic add 
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The title compound (100 mg, 89 %) was prepared from {2-[3-(2- 
cydohexanecarbonyl^methy^^ acid ethyl ester (112 mg, 

0.28 mmol) following the general procedure J. 

'H NMR (400MHz; DMSO de): S 1.1 3-1 .45 (m, 5H), 1.62-1.83 (m, 5H), 2.34 (s, 3H). 
5 3.42 (br s, 1H), 3.57 (s, 2H), 6.83 (s, 1H), 7.39 (d, 1H), 7.81 (s, 1H), 8.15 (d, 1H), 10.50 (s, 
1H), 12.07 (br s, 2H); HPLC-MS : mlz = 402.0 (M+1 ); = 4.18 min. 



Example 472 

{2-[(2^dopentanecarbonyW-methykpheny^ 
1 0 acetic acid ethyl ester 




To a solution of ethyl-2-aminothiazole-4-acetate (2 g) in dichloromethane 
(80 mL) at ice bath temperature was added ethyl oxalyl chloride (1.2 mL) and the reaction 
stirred 1 h. The reaction mixture was washed with water, and the organic phase concentrated 
15 to give N-(4-ethoxycarbonylmethyl-thiazol-2-yl)-oxalamic acid ethyl ester (1.2 g). 

To N-(4-ethoxycarbonylmethyl-thiazol-2-yl)-oxalamic acid ethyl ester (1 g) was 
added THF (5 mL) and 2 N lithium hydroxide (4 mL). A white precipitated formed and after 
1h the reaction mixture was acidified to pH5 and the white precipitate recovered by filtration, 
and triturated with a 1:1 mixture of ether and ethyl acetate to remove unreacted starting 
20 material. The solid residue was dried in a vacuum oven to give N-(4-ethoxycarbonylmethyl- 
thiazol-2-yl)-oxalamic acid (300 mg). 

N-(4-ethoxycarbonylmethykhiazol-2-yl)-oxalamic acid (80 mg) was dissolved in 
DMF (5 mL) and (2-amino-5-methyl-phenyl)-cyclopentyl-methanone was added followed by 
PyBOP. The reaction was stirred for 24 h and water was added. The aqueous phase was 
25 extracted with ether/ethyl acetate and the organic phase dried, concentrated and purified by 
flash chromatography to give the title compound (15 mg). 

1 H NMR (CDCI 3 ): 1.25 (3H, t), 1.6-2.1 (8H, m) f 2.45 (3H, s), 3.65-3.75 (1H, m), 3.7 
(1H f s), 4.2 (4H, q), 6.9 (1H), 7.4 (1H, dd), 7.8 (1H, s), 8.65 (1H, d), 10.5 (1H, bs), 13.3 (1H, 
s). 

30 



Example 473 
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{2-[(2-Cydopentanerart)onyW^ethyl-phenylami^ 
acetic acid 




5 To{2^(2-cydopentanerart)onyl^methyl-phenylaminooxalyl)-amino]- 
thiazol-4-yl}-acetic acid ethyl ester (15 mg) in methanol (2 mL) was added 1 N sodium 
hydroxide (1N) and the mixture was stirred 3 h at room temperature. The mixture was 
acidified with 1N HCI, concentrated under reduced pressure and purified by HPLC to give the 
title compound (4 mg). 
10 LCMS(m/z):416(M+1) 

1 H NMR (CDCI 3 + MeOD): 1.6-2.1 (8H. m), 2.45 (3H, s), 3.7 (1H, s) t 3.70-3.85 (1H ( 
m), 6.9 (1H), 7.4 (1H, dd). 7.8 (1H, s), 8.65 (1H, d), 13.3 (1H f s). 



Example 474 

15 [2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-ureido]-5-(pyridin-2-ylsulfanyl)- 
thiazol-4-ylJ-acetic acid ethyl ester 




To a solution of {5-chloro-2-[3-(2-cyclopentanecarbonyl-4-methyl-phenyl)- 
ureido]-thiazol-4-yl}-acetic acid ethyl ester (0.1 g, 0.22 mmol) in DMF (4 mL) was added 
20 sodium hydrogen carbonate (0.075 g, 0.89 mmol) and 2-puridylthiole (0,027 g, 0.24 mmol). 
The reaction mixture was stirred under nitrogen in a pressure bottle excluded from light for 
2.0 hour at 80°C. The aude product was purified by flash chromatography 
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(isopropanole/heptane 1:4) and recrystallized (dichloromethane/heptane) to afford the title 
compound (0.02 g). 

*H NMR (300 MHz, CDCI 3 ): 6 1.20 (t, 3H), 1.60-1.82 (m, 4H) f 1.82-2.02 (m, 4H). 
2.38 (s, 3H), 3.68-3.80 (m, 1H), 3.85 (s, 2H), 4.12 (q, 2H), 7.00 (t, 2H), 7.35 (d, 1H), 7.50 (t f 
5 1H), 7.73 (s p 1H), 8.40 (m, 2H), 11.80 (s, 1H). 

Example 475 (General procedure (AA)) 
{2-{3-(2-CydopentanecarbonyM-trffl^^ 
acid ethyl ester 




To a stirred solution of (4-trifluoromethyl-phenyl)-carbamic acid tert-butyl 
ester (15 mmol) in Et 2 0 (40 mL) under a nitrogen atmosphere was added dropwise a 1.7 M 
solution of t-BuLi in pentan (38 mmol) over a 10-min period at -20 °C. The mixture was 
stirred at -15 °C for 1.5 h and then cyclopentanecarboxylic acid methoxy-methyl-amide (20 

15 mmol) was added over 5 min. The mixture was allowed to warm to room temperature and 
stirred for further 1 h before it was quenched with aqueous NH 4 CI. The organic phase was 
isolated and the aqueous phase was extracted with CH 2 CI 2 , and the combined organic 
phases were dried and concentrated in vacuo. The crude material was dissolved in CH 2 CI 2 
(25 mL) and TFA (25 mL) and stirred at room temperature for 2 h. The reaction mixture was 

20 evaporated in vacuo , and added aqueous NaHC03 to pH 7 and extracted with CH 2 CI 2f dried 
and concentrated to give a crude product which was purified by flash chromatography (Quad 
flash 40, EtOAc- Heptane 0:1 ->1:3). This gave 70% of (2-amino-5-trifluoromethyl-phenyl)- 
cyclopentyl-methanone as an oil. 

The title compound (15%) was prepared from (2-amino-5-trifluoromethyl-phenyl)- 

25 cyclopentyl-methanone and ethyl-2-amino-4-thiazolyl acetate following the general procedure 
AA. 

1 H NMR (400MHz; CDCI 3 ): 5 1.28 (t, 3H), 1.64-1.99 (m, 8H), 3.70 (br t, 1H), 3.74 (s, 
2H), 4.20 (q, 2H), 6.74 (s, 1H), 7.73 (d, 1H), 8.13 (s, 1H), 8.74 (br s, 1H), 9.53 (br s, 1H), 
11.82(brs, 1H); HPLC-MS : m/z = 492.1 (M+23); Rt = 5.02 min. 
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Example 476 (General procedure J) 
{2^3-(2^dopentaneca*onyl^trifluorom 

acid 




The title compound (13 mg, 33%) was prepared from {2-[Z-{2' 
cydopentanecarbonyM-trifluorom add ethyl ester 

(42 mg, 0.09 mmol) following the general procedure J. 

1 H NMR (400MHz; DMSO d 8 ): 5 1.65- 1.95 (m, 8H), 3.60 (s, 2H), 3.99 (br s, 1H) f 
10 6.94 (s, 1H) f 7.90 (d, 1H), 8.25 (br s, 1H), 8.54 (br s, 1H), 10.94 (br s, 1H), 12.25 (br s, 2H); 
HPLC-MS : m/z= 426.1 (M+23); R t = 4.49 min. 



Example 477 (General procedure (AA)) 

{2-[3-(4-Chloro-2-cyclopentanerarb^ add 
15 ethyl ester 



T H H 



o 

To a stirred solution of (4-chloro-phenyl)-carbamic acid tert-butyl ester (35 
mmol) in Et 2 0 (80 mL) under a nitrogen atmosphere was added dropwise a 1.7 M solution of 
t-BuLi in pentan (88 mmol) over a 10-min period at -20 °C. The mixture was stirred at 0 °C for 
20 1.5 h and then cyclopentanecarboxylic acid methoxy-methyl-amide (45 mmol) was added 
over 5 min. The mixture was allowed to warm to room temperature and stirred for further 1 h 
before it was quenched with aqueous NH 4 CI. The organic phase was isolated and the 
aqueous phase was extracted with CH 2 CI 2 , and the combined organic phases were dried and 
concentrated in vacuo. The crude material was dissolved in CH 2 CI 2 (50 mL) and TFA (50 mL) 
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and stirred at room temperature for 1 h. The reaction mixture was evaporated in vacuo , and 
added aqueous NaHC03 to pH 7 and extracted with CH 2 Ct 2 , dried and concentrated to give 
a crude product which was purified by flash chromatography (Quad flash 65, EtOAo 
Heptane 0:1 ->1:3). This gave 75% of (2-amino-5-chioro-phenyl)-cydopentyl-methanone as 
5 an oil. 

The title compound (30%) was prepared from (2-amino-5-chloro-phenyl)- 
cydopentyl-methanone and ethyl-2-amino-4-thiazolyl acetate following the general procedure 
AA. 

1 H NMR (400MHz; CDCI 3 ): S 1.28 (t, 3H) t 1.62-1.99 (m, 8H), 3.3.67 (br t, 1H). 3.73 
10 (s, 2H), 4.20 (q, 2H), 6.72 (s, 1H), 7.46 (dd, 1H), 7.84 (d, 1H), 8.56 (br s, 1H), 9.50 (br s, 1H), 
1 1 .58 (br s, 1 H); HPLC-MS : m/z = 458.0 (M+23); R t = 4.86 min. 



15 



Example 478 (General procedure J) 

{2-[3-(4-Chloro-2-cyclopentanecarbonyl-phenyl)-ureido]-thiazol-^yl}-acetic acid 



| H H 



O 



The title compound (39 mg, 85%) was prepared from {2-[3-(4-chloro-2- 
cyclopentanecarbonyl-phenyl)-ureido]-thiazol-4-yl}-acetic acid ethyl ester (49 mg, 0.11 mmol) 
following the general procedure J. 

1 H NMR (400MHz; DMSO d 8 ): 8 1.67- 1.92 (m, 8H), 3.59 (s, 2H), 3.89 (br s, 1H), 
20 6.88 (s, 1H), 7.63 (d, 1H), 8.04 (br s, 1H), 8.32 (br s, 1H), 10.64 (s, 1H), 12.20 (br s, 2H); 
HPLC-MS : mlz = 430.0 (M+23); R, = 4.11 min. 



Example 479 (General procedure (AA)) 

{2-[3-(2-Cyclopentanecarbonyl-4-fluoro-phenyl)-ureido]-thiazol-4-yI}-acetic acid ethyl 

25 ester 
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To a stirred solution of (4-ftuoro-phenyl)-carbamic acid tert-butyl ester (9.5 
mmol) in Et 2 6 (20 mL) under a nitrogen atmosphere was added dropwise a 1:7 M solution of 
t-BuLi in pentan (22 mmol) over a 10-min period at -30 P C. The mixture was stirred at -20 °C 
5 for 1 .5 h and then cyclopentanecarboxylic acid methoxy-methyl-amide (1 0.5 mmol) was 
added over 5 min. The mixture was allowed to warm to room temperature and stirred for 
further 1 h before it was quenched with aqueous NH 4 CI. The organic phase was isolated and 
the aqueous phase was extracted with CH 2 CI 2f and the combined organic phases were dried 
and concentrated in vacuo. The crude material was dissolved in CH 2 CI 2 (25 mL) and TFA (25 
10 mL) and stirred at room temperature for 2 h. The reaction mixture was evaporated in vacuo , 
and added aqueous NaHC03 to pH 7 and extracted with CH 2 CI 2> dried and concentrated to 
give a crude product which was purified by flash chromatography (Quad flash 40, EtOAc- 
Heptane 0:1 ->1:3). This gave 60% of (2-amino-5-fluoro-phenyl)-cyclopentyl-methanone as 
an oil. 

15 The title compound (26%) was prepared from (2-amino-5-fluoro-phenyl)-cyclopentyi- 

methanone and ethyl-2-amino-4-thiazolyl acetate following the general procedure AA. 

1 H NMR (400MHz; CDCI 3 ): S 1.28 (t, 3H) ( 1.63-1.97 (m, 8H), 3.64 (brt, 1H), 3.73 (s, 
2H), 4.20 (q, 2H), 6.72 (s, 1H), 7.22-7.29 (m, 1H), 7.58 (dd, 1H), 8.55 (br s, 1H), 9.40 (br s, 
1 H). 1 1 .45 (br s, 1 H); HPLC-MS : m/z = 442.0 (M+23); Rt = 4.49 min. 

20 

Example 480 (General procedure J) 

{2-[3-(2-Cydopentane(xirbonyl-4-fluoro-phenyl)-ureido]-thiazol-4-yl}-acetic acid 
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The title compound (75 mg, 87%) was prepared from {2-t3-(2- 
cydopentanecartx>nyl^fluor0"phenyl)-ureido]-thia2ol^yl}^cetic add ethyl ester (92 mg, 
0.22 mmol) following the general procedure J. 

1 H NMR (400MHz; DMSO d e ): 5 1.65- 1.94 (m, 8H), 3.57 (s f 2H), 3.84 (br s t 1H), 
5 6.88 (s f 1H), 7.45 (t, 1H), 7.85 (br s, 1H), 8.25 (br s, 1H), 10.48 (s, 1H) f 12.10 (br s, 2H); 
HPLC-MS : mlz = 414.1 (M+23); R, = 3.74 min. 

Using the methods disdosed herein the following compounds may also be made: 
H5^hloro-thiazol-2-yl)-3-(2Kydopentanecarbonyl^methyl-phenyl>-urea 
10 1 -(5^hloro-thiazol-2-yl)-3-(2-cydopentanecarbonyl-phenyl)-urea 
H4^hloro-2^dopentanecarbonyHDh^ 
1 -(5-Chloro-thiazol-2-yl)-3-(^ 
1-(5-ChIorc>thiazol-2-yl)-3-(2Kydopentanecato^ 

1-(5-Chloro-thiazol-2-yl)-3-(2-<^dopentanecarbonyl-4-methoxy-phenyl)-urea 
15 1 ^5-Chloro-thiarol-2-yl)-3-(2Kycto^ 

1-(5-Chlorc>thiazol-2-yl)-3-(2Ky(topente^ 

1-(5-Chloro-thiazol-2-yl)-3-(3-cydopentanecarbonyl-pyridin-4-yl)-urea 
1-(5-Chloro-thiazol-2-yl)-3-(4-cydopentanecarbonyl-pyridin-3-yl)-urea 
1-(5-Chloro-thiazoI-2-yl)-3-(3-cydopentanecarbonyl-pyridin-2-yl)-urea 

20 1-(5-Bromo-thiazol-2-yl)-3-(2-cycIopentanecarbonyl-4-methyl-phenyl)-urea 
1-(5-Bromo-thiazol-2-yl)-3-(2-cyclopentanecarbonyI-phenyl)-urea 
1-(5-Bromo-thiazol-2-yl)-3-(4^hloro-2-^clopentanecarbonyI-phenyl)-urea 
1-(5-Bromo-thiazol-2-yl)-3-(2-cydopentanecarbonyl-4-fIuoro-phenyl)-urea 
l-(5-Bromo4hiazol-2-yl)-3-(2K^clopentanecarb^ 

25 1-(5-Bromo-thiazol-2-yl)-3-(2<ydopentanerarbonyl-4-methoxy-phenyl)-urea 

1-(5-Bromo-thiazol-2-yl)-3-(2^dopentanerarbonyl-4-dimethylamino-phenyl)-urea 
1-(5-Bromo-thiazol-2-yl)<H2^dopentanecait>on 
1-(5-Bromo-thiazol-2-yl)-3-(3-cydopentanecarbonyl-pyridin-4-yl)-urea 
1-(5-Bromchthiazol-2-yl)-3-(4^ydopentanec3rbonyl-pyridin-3-yl)-urea 

30 1-(5-Bromo-thiazol-2-yl)-3-(3^ydopentanec3rbonyl-pyridin-2-yl)-urea 
1-(2-Cydopentanecarbonyl^methyl-phenyl)-3-(5-me^ 
1-(2-Cyclopentanecarbonyl-phenyl)-3-(5-methylsulfanyl-thiazol-2-yl)-urea 
1-(4-Chlorch2Kyclopentanerarbonyl-phenyl)-^ 

1-(2-Cyclopentanecarbonyl-4-fluoro-phenyl)-3-(5-methylsulfanyl-thiazol-2-yl)-urea 
35 1-(2-Cyclopentaneraitonyl^trifluorome 
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H2-Cydopentane(*rbonyl^metho>cy-pheny^ 

H2<tyctopentanecarbonyl^imethylam 

1-(2-Ctydopentanecarbonyl-4^orphoK^ 

1-(3-Cydopentanecartx>nyl-pyridin^y^ 
5 1-(4-Cydopentanecarbonyl-pyridin-3-^^ 

1-(3-Cydopentanecarbony4>yridi^ 

H2-<^opentanecarbonyl^methyl-phen^ 

1-(2-Cyclopentanecarbonyl-phenyl)-3-(5-methanesu^^ 

H4-Chloro-2K^dopentanecarbonyi-pte^ 
1 0 1 -(2-Cydopentanecarbonyl^fluor^ 

1-(2-Cydopentanecaifconyl^trifluo 

1-(2-Ctydopentanecarbonyl^methoxy^te^ 

1-(2-CydopentanecarbonyW^imethylam^ 

1-(2-tydopentanecarbonyW-morphoto 
1 5 1 -(3-Cydopentanerarbonyl-pyridin^^ 

1-(4-Cydopentanerart>onyl-pyridirv3-yl^^ 

1-(3-Cydopentanerartoonyl-pyridin-2-y^ 

1-(2-CydopentanecarbonyM-methyl-phenyl^ 

1-(2-Cydopentanecarbonyl-phenyl)-3-[5-^^ 
20 1-(4-Chtoro-2K^dopentanerarlx)ny^^ 

1-(2-tydopentanerarbonyM-fluoro-pte^ 

1-(2-Cydopentanerartx>nyl^trifluoro^ 

urea 

1 -(2-tydopentanecarbonyl^metho^^ 
25 1-(2-Cydopentanecaibonyl^dimethylamin^ 
urea 

1-(2-Cydopentanecarbonyl^morpholin^-yI^ 
urea 

1 -(3-Cydopentaneca*onyI-pyridi^ 
30 1-(4-Cydopentaneraifconyl-pyridin-3-yI^ 
1-(3-Cydopentanecarbonyl-pyridin-2-yl)-^^ 
1-(2-Cydopentanecart)onyM-methyl-ph 

1-(2-Cyciopentanecarbonyl-phenyl)-3-[5-(pyridine-2-sulfonylHhiazo 
1-(4-Chloro-2^dopentanecarbonyl-phenyl^ 
35 1-(2^dopentanecarbonyl^fluoro-phenyl)-3-[^ 
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H2-CydopentanecarbonyM4rifluo 
urea 

1 -(2<tydopentanecarbony!^meta^ 
H2-Cydopentanecarbonyt^imethylam 
5 urea 

1-(2-Cyclopentanecarbonyl^morp^ 
urea 

1 -(3-Cydopentanecarbonyl-py^ 
1-(4^ydopentanerarbonyl^yridirv^ 
10 1 ^3-Cydopentanecarbonyl-pyridin^ 

H2-Cydopentanecarbonyl^methyl-phe^^ 

1 -(2-Cydopentanecarbonyl-phenyi)-3-[5-(1 H-lmidazol-2-ylsulfanyl)-thia2ol-2-yl]-urea 

1 - (4-Chloro-2^dopentanecart>on^ 
H2-CydopentanerarbonyM-fluoro-phen^^ 

1 5 1 -(2-Cydopentanecarbonyl-4-trifluoromethyl-phenyl)-3-[5-(1 H-imidazol-2-ylsutfanyl)-thiazol-2- 
ylj-urea 

1 -(2«Cydopentanecarbonyl-4-methoxy-phenyl)-3-[5-(1 H-imidazoi-2-ylsutfanylHhiazol-2-yl]- 
urea 

1 -(2-Cydopentanecarbony W<limethylamino-phenyl)-3-[5-(1 H-imidazol-2-ylsulfanyl)-thiazoI- 
20 2-yl]-urea 

1 -(2-<^dopentanecarbonyl^morpholin-4-yl-phenyl)-3-[5-{1 H-imidazol-2-ylsulfanyl)-thiazol- 

2- ylJ-urea 

1 -(3-Cydopentanecarbonyl-pyridin-4-yl)-3-[5-(1 H-imidazol-2-ylsulfanylHNazol-2-yl]-urea 
1 -(4-Cydopentanecarbonyl-pyridin-3-yl)-3-[5-(1 H-imidazol-2-ylsulfanyl)-thiazol-2-yf]-urea 

25 1 -(3-Cyclopentanecarbonyl-pyridin-2-yI)-3-[5-(1 H-imidazoI-2-ylsulfanyl)-thiazol-2-yll-urea 

1 -(2-(^dopentanerarbonyl-4-methyl-phenyl)-3-[5-(1 W-imidazole-2-su!fonyl)4hiazol-2-yl]-urea 
1 -(2-Cydopentanerarbonyl-phenyI)-3-[5-(1 HHmidazole-2-sutfonyl)-thiazol-2-yll-urea 
1 -(4-ChIoro-2-cydopentanecarbonyl-phenyl)-3-[5-(1 tf-imidazo!e-2-sulfonylHhiazol-2-yl]-urea 
1 -(2-Cydopentanecarbonyl-4-fluoro-phenyl)-3-[5-(1 H-imidazole-2-suIfonyl)-thiazol-2-yI]-urea 

30 H2-Cydopentanecarbonyl^t!iflu^ 
yl]-urea 

1-(2-Cydopentanerartx)nyM-methoxy-phe^^ 
urea 

1-(2-Cydopentanecarbonyl^imethylamino^ 
35 2-yl]-urea 
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1 -(2-Cyclopentane«rbonyl^morpholin-4-yl-phenyl)-3-[5-(1 H-imidazo!e-2-sulfonyl)-thiazol-2- 
yQ-urea 

1 -(3-Cydopentanecarbonyl-pyridin-4-yl)-3-[5-{1 H-imidazo!e-2-sulfonyl)-thiazol-2-yll-urea 
1 -(4-Cyclopentanecart)onyl-pyridin-3-yl)-3-[5-(1 H4midazole-2-sulfonyl)-thiazol-2-yl]-urea 
5 1-(3-Cydopentanecarbonyl-pyrid^ 

1 -(2<Jydopentanecarbonyl-4-methyl-phenyl)-3-I5-(1 -methyl-1 H-tetrazol-5-ylsulfanyl)-thia20l- 
2-yI]-urea 

1 -(2-Cydopentanecarbonyl-phenyl)-3-[5-(1 -methyH W-tetrazol-5-ylsulfanyl)-thiazol-2-yl]-urea 
1 -(4-Chloro-2-cydopentanecarbonyl-phenyl)-3-[5-(1 -methyM H-tetrazol-5-ylsulf anyl)-thiazol- 
10 2-yl]-urea 

1 -(2-Cydopentanecarbonyl-4-fluoro-phenyl)-3-[5-(1 -methyl-1 H-tetrazoI-5-ylsulfanyl)-thiazol- 
2-yl]-urea 

1 -(2-CydopentaneraitonyM-trifluoromethyl-phenyl)-3-[5-{1 -methyM H-tetrazol-5-ylsutfanyl)- - 
thiazol-2-yl]-urea 

1 5 1 -(2-Cyclopentanecarbonyl-4-methoxy-phenyl)-3-[5-(1 -methyM H-tetrazol-5-y!suIfanyl)- 
thiazol-2-yI]-urea 

1-(2-CydopentanecarbonyI-4-dimethylamino-phenyl)-3-[5-(1 -methyM H-tetrazoI-5-ylsuIfanyI}- 
thiazol-2-yl]-urea 

1-(2-Cydopentanecarbonyl-4-morphoIin-4^ 
20 thiazoI-2-yl]-urea 

1-(3-Cydopentanecarbonyl-pyridin-4-yl)-3^^ 
urea 

1-(4-Cydopentanecarbonyl-pyridiiv3-yl)-3-[&<1 -methyl-1 H-tetrazol-5-ylsulfanyl)-thiazol-2-yl]- 
urea 

25 1 -(3-Cydopentanecarbonyl-pyridin-2-yl)-3-[5-(1 -methyM H-tetrazoI-5-ylsulfanyl)-thiazol-2-yl]- 
urea 

1- (2-Cydopentanecarbonyt-4-methy^ 

2- yl]-urea 

1 -(2-Cydopentanecarbonyl-phenyl)-3-l5-(1 -methyl-1 H-tetrazole-5-sulfonyl)-thiazol-2-yl]-urea 
30 1 -(4-Chloro2-cydopentanecarbonyl-phenyl)-3-[5-(1-methyI-1 H-tetrazole-5-sulfonyl)-thiazol- 
2-yQ-urea 

1 -(2-Cydopentanecarbonyl-4-fluoro-phenyl)-3-[5-(1 -methyM H-tetrazole-5-sulfonyl)-thiazol-2- 
yl]-urea 

1 -(2-Cydopentanecarbonyl-4-trifluoromethyl-phenyl)-3-[5-{1 -methyM H-tetrazo!e-5-sulfonyl)- 
35 thiazol-2-yl]-urea 
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1-(2-Cyciopentanecarbonyl-4-methoxy-phenyl)-3-[5-(1 -methyI-1 H-tetrazole-5-sulfonyl)- 
thiazol-2-yI]-urea 

H2-(tydopentanecarbonyl^imethylaminc^ 
thiazol-2-yl]-urea 

5 1 ^2-C^dopentanecartx)nyl^morpholin-4-yl-phenyl)-3-[5-(1 -methyI-1 H-tetrazole-5-sulfonyl)- 
thiazol-2-yO-urea 

1 -(3-CycIopentanecarbonyl-pyridin-4-yl)-3-[5-(1 -methyH H-tetrazole-5-sulfonyl)-thiazoi-2-yl]- 
urea 

1 -(4-Cyclopentanecarbonyt-pyridin-3-yl)-3-l5-(1 -methyl-1 H-tetrazole-5-sulfonyl)-thiazol-2-yl]- 
10 urea 

1 -(3-CycIopentanecarbonyl-pyridin-2-yl)-3-t5-(1 -methyl- 1 H-tetrazole-5-suifonyl)-thiazol-2-yQ- 
urea 

1-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-3-[5-(1 H-tetrazole-5-sulfonyl)-thiazol-2-yl]-urea 
1 -(2-Cyclopentanecarbonyl-phenyl)-3-[5-(1 H-tetrazole-5-sulfonyl)-thiazol-2-yO-urea 
15 1 -(4-Chloro-2-cyclopentanecarbonyl-phenyl)-3-[S<1 H-tetrazole-5-sutfonylHhiazol-2-yI]-urea 
1-(2-Cydopentanecarbonyl^fluorc>-phenyl^^ 
1-(2-Cydopentanec»ifconyl-4-trifluoro^ 
yQ-urea 

1 -(2-Cydopentanecarbonyl-4-methoxy-phenyl)-3-[5-(1 H-tetrazole-5-sulfonyl)-thiazol-2-yl]- 
20 urea 

1 -(2-Cyclopentanecaitonyl-4-dimethylamino-phenyl)-3-[5^1 H-tetrazole-5-sulfonyl)-thiazol-2- 
yQ-urea 

1 -(2-Cydopentanecarbonyl-4-morpholin-4-yl-phenyl)-3-[5-(1 H-tetrazole-5-sulfonyl)-thiazol-2- 
yl]-urea 

25 1-(3-Cydopentanecarbonyl-pyridii>4-yl)^ 

1 -(4-Cydopentanecarbonyl-pyiidin-3-yl)-3-[5-(1 H-tetrazole-5-sulf onyl)-thiazol-2-yll-urea 
1 -(3-Cydopentanecarbonyl-pyridin-2-yl)-3-[5-(1 H-tetrazole-5-sulfonylHhiazol-2-yl]-urea 
5-Chloro-2-[3-(2-cydopentanecarbonyl-4-^ add 
5-Chloro-2-[3-(2-cydopentanec»rtony!-phenyl^^ add 

30 5-Chloro-2-[3-(4-chloro-2-cycto^ 

5-Chloro-2-[3-(2-cydopentanecarbon^ add 

5-Chlorch2-[3-(2-cydopentanecarbonyl-4-trifluoromethyl-phenyl)-urei 

add 

5-Chloro-2-[3^2-cydopentanecart>onyl-4-^ add 
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5-Chloro-2-[3^2K7dopentanecarto^ 
carboxytic acid 

5-Chloro-243^2^dopentanecarbonyl-4^ 
add 

5 5-Chloro-2-[3^3K^dopenta^ 

5^htoro-2-[3K4^dopentanecarbon^^ add 
5<:hloro-2-[3^3^dopentanecarbonyl-pyridin-2-yl)-ureido]4^^ add 
5-Brom<>2-[3H2^dopentanecarbony^ add 
5-Bromo-243^2Kydopentaneraitonyli>he^^ add 
1 0 5-Brorro-2-[3K4^lor<>2^ add 
5-Bromo-2-[3-(2^dopentanecarbonyl^fluoro-p^^^ add 
5-Bromo-2-[3-(2^dopentanecarbonyl^^ 
acid 

5-Bromo-2-[3^2K^dopentanerarbonyl-4^ add 
15 5-Bromo-2-[3-(2^dopentanerarbonyl^^ 
carboxylic acid 

5-Bromo-2-[3-(2-cydopentanecaiftonyl-4^ 
acid 

5-Bromo-2^3-(3Kydopentanerarbonyl-pyrM add 
20 5-Bromo-2-[3-(4-cydopentanecartx>nyl-pyri^^^ 

5-Bromo-243-(3-<^dopentanecait>onyl-pyri^^ acid 

2-[3-(2^dopentanerarbonyW-methyl-ph 

carboxylic acid 

2-[3-(2-CyclopentanecarbonyI-phenyl)Hjre^^ add 
25 2-[3^4-Chloro-2Kydopentanecarto 
acid 

2-[3-(2<tyclopentanecarbonyi^fluoro-phen^ 
acid 

2^3-(2-CyclopentanecarbonyM-tiffl^ 
30 carboxylic acid 

2-[3-(2-Cydopentanecarbonyl^metho^ 
carboxylic acid 

2-[3-(2-CyclopentanerarbonyMKlimethylamino-phenyl)-ureido]-5-methylsulfan 
carboxylic acid 
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2^(2-CydopentanecarbonyMn™^ 
carboxylic acid 

2-[3-(3-Cydopentanerarbonyl-pyridin^yl^ 
add 

5 2^3-(4-Cydopentanecarbonyt-pyri 
add 

2^3-(3-Cydopentanecarbonyl-pyridin-2-yI)-ureido]-5^ethylsulfanyl 
add 

2-[3-(2-tydopentanecarbonyl^meth^ 
10 carboxylic add 

2-[3-(2-Cydopentanecart)onyl-phenyl)-ureido]-5-methanesulfonyl-thiazote add 

2-[3-(4-Chloro-2«cydopentanecarbonyl-pte^ 

carboxylic add 

2-[3-(2-Cydopentanecartx>nyM-fluor^ 
15 carboxylic add 

2-[3-(2-Cydopentanecarbonyt^trifluoro^ 
carboxylic add 

2-[3-(2-(tydopentaneca!bonyM-methoxy-phe^ 
carboxylic add 
20 2-[3-(2-CyclopentanecaibonyMKlimeth^ 
4-carboxylic add 

2-[3-(2-Cydopentanerarbonyl^morpholin 
4-carboxylic add 

2-[3-(3-Cydopentanerarbonyl-pyridin^yl)-^^^ 
25 acid 

2-[3-(4-Cydopentanecarbonyl-pyridin-3^ 
acid 

2-[3-(3<;ydopentanerart>onyl-pyridin-2-y^ 
acid 

30 2-[3-(2-Cydopentanerarbonyl^methyl-pheny^ 
carboxylic add 

2-[3-(2-Cydopentanerarbonyl-phenyl)-ure^ 
acid 

2-[3-(4-Chloro-2<ydopentanecarbonyl-pte^ 
35 carboxylic add 



WO 2004/002481 



PCT/DK2003/000449 



464 

2^3^2^dopentanecaitonyl^fluo 
carboxylic add 

243^2<tydopentanecarbonyl^trffiu^ 
thiazole-4-carboxylic add 
5 2^3-(2<tydopentanerarbonyM-me^ 
carboxylic add 

2^3-(2^dopentanecarbonyW^imethylam 
thiazoIe-4-carboxylic add 

2^3^2^dopentanerarbonyl^rTK)rpholin^yt-phenyl)-ureido]-5^ 
1 0 thiazole-4-carboxy lie acid 

243-(3^dopentanecarbonyl-pyridin^-yl)-ureido]-5-(pyridin-2-ylsulfanyl)-^ 
carboxylic acid 

2-[3-(4^ydopentanerarbonyl-pyridin-^^ 
carboxylic add 
15 2-[3^3-Cydopentanerarbonyl^yridin-2^ 
carboxylic add 

2-[3-(2-CydopentanecaibonyI^methyl-pheny^ 
carboxylic add 

2-[3-(2-Cyclopentanecarbonyl-phenyl^ 
20 add 

2-[3-(4-Chloro-2Kydopentanecarbonyl-pte^ 
carboxylic add 

2-[3-(2-Cyclopentanerarbonyl^fluoro-pte^ 
carboxylic add 
25 2-[3-(2-Cyclopentanerarbonyl^trifl^ 
thiazole-4-carboxylic acid 
2-[3-(2-CydopentanecarbonyM-methoxy-pte^ 
carboxylic add 

2-[3-(2-CydopentanecartDonyl-4^imethy^ 
30 thiazole-4-carboxylic acid 

2-[3-(2^clopentanecarbonyl^morpholin^ 
thiazo!e-4-carboxylic acid 
2-[3-(3-Cydopentanecarbonyl-pyridin^-yl)-ure^^ 
carboxylic add 
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2^3K4-Ctyclopentanecarbonyl-^ 
carboxylic acid 

2-[3-(3-Cydopentanecarbonyl-pyridi^ 
carboxylic add 
5 2-[3-(2-(tydopentanecarbonyMHTie% 
4-carboxylic add 

2-[3-(2-Cydopentanecarbonyl-phenyl)-ureido]-5-(1 Wmidazol-2-ylsulfanyl)-thiazoIe-4- 
carboxylic add 

2-[3-(4-Ch!oro-2-cydopentanecarbo^ 
10 4-carboxylic add 

2-[3-{2-Cyclopentanecarbonyl-4-fluo^ 
4-carboxylic acid 

2-[3-(2-Cydopentanecarbonyl-4-trffl^ 
thiazole-4-carboxylic add 
1 5 2-[3-(2-Cydopentanecarbonyl-4-methoxy-phenyl)-ureido]-5-(1 H-imidazol-2-ylsulfanyl)- 
thiazole-4-carboxylic add 

2-[3^2^dopentanecarbonyM^imethylamino-pte^ 
thiazole-4-carboxylic add 
2-[3-(2-CydopentanecartDonyM-mo 
20 thiazole-4-carboxylic acid 

2-[3-(3-Cydopentanecarbonyl-pyrid^ 
carboxylic add 

2-[3-(4-Cydopentanecaibonyl-pyridin-3^ 
carboxylic add 
25 2-[3-(3-Cydopentanerarbonyl-pyridin-2-yI^^ 
carboxylic add 

2-[3-(2-Cyclopentanecarbonyl-4-methyL 
4-carboxylic acid 

2-[3-(2-(tydopentanerarbonyl-phenyl)H^ 
30 carboxylic acid 

2-[3-(4-Chloro-2-cyclopentanera^ 
4-carboxylic acid 

2-[3-(2-CydopentanerarbonyM-fluono-pte^ 
4-carboxylic acid 
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2-[3-(2-Cydopentanecarbonyl-4-t^ 
thiazote-4-carboxyIic acid 
2-[3-(2-Cyctopentanecarbonyl-4-methoxy-^^ 
thiazole-4-carboxylic acid 
5 2-[3-(2-Cydopentanecarbonyl-4-dimethylam 
thiazole-4-carboxylic add 
2-[3-(2-tydopentanecarbonyI-4-morph^ 
thiazole-4-carboxylic add 
2-[3-(3-(tydopentanecarbonyl-pyridin-4-^ 
10 carboxylic add 

2-[3-(4^dopentanerarbonyl-pyridin-3^ 
carboxylic add 

2-[3-(3-Cydopentanerart>onyl-pyridin-2-^^ 
carboxylic add 

1 5 2-[3-(2-Cyclopentanecarbonyl-4-methyl-phenylVureido]-5-(1 -methyl-1 H-tetrazol-5-ylsulfanyl)- 
thiazole-4-carboxylic acid 

2-[3-(2-Cydopentanecarbonyl-phenyl)-ureido]-5-(1 -methyl-1 H-tetrazol-5-ylsulfanylHhiazole- 
4-carboxylic add 

2-[3-(4-Chloro-2-cydopentanecaibonyl-phe^ 
20 thiazole-4-carboxylic add 

2-[3-(2-Cydopentanecarbonyl-4-f!uoro-phenyl)-ureido]-5-(1 -methyl-1 W-tetrazol-5-ylsulfanyl)- 

thiazole-4-carboxylic add 

2-[3-(2-Cydopentanecartx)nyl-4-trifl^^ 

ylsulfanyl)-thiazole-4-carboxylic add 
25 2-[3-(2-Cyclopentanecarbonyl-4-methoxy-phenyl)-ureido]-5-(1 -methyl-1 H-tetrazol-5- 

ylsulfanyl)-thiazole-4-carboxylic add 

2-[3-(2-Cydopentanecarbonyl-4-dimethylamm^ 

y!sutfanyl)-thiazole^4-carboxylic add 

2-[3-(2-Cydopentaneraibonyl-4-morpho 
30 ylsutfanyl)-thiazole-4-carboxylic add 

2-[3-(3-Cydopentanecarbonyl-pyridin^yl)-ur^ 

thiazole-4-carboxylic add 

2-[3-(4-Cydopentanec3rbonyl-pyridin-3-yl)-ureido]-5-<1-methyl-1H-tetrazol-5-yl^ 
thiazole-4-carboxylic add 
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2-[3-(3-C^clopentanecarbonyl-pyridirv2-yl)-ureido]-5-(1 -methyM H-tetrazo!-5-ylsutfanyi)- 
thiazole-4-carboxylic acid 
2-{3K2-CydopentanecarbonyM-me^^ 
thiazole-4-carboxyIic acid 
5 2-[3-(2-Cydopentanecart>onyH^ 
4-carboxyIic acid 

2-[3-(4-Chtoro-2-cyclopentanecarbonyl-pheny))-ureido]-5-(1 -methyl-1 H-tetrazole-5-sulfonyl)- 
thiazoIe-4-cart>oxylic acid 

2-[3-(2-Cydopentanecarbonyl-4-fluorc>-phenyl)-ureido]-5-(1 -methyl-1 H-tetrazole-5-sulfonyl)- 
1 0 thiazole-4-carboxylic add 

2-[3-(2-Ctydopentanecsrt>onyl-4-trffi^^ 
sulfonyl)-thiazole-4-carboxylic acid 

2-[3-(2-Cydopentanerarbonyl^-methoxy-phenyl)-ureidol-5-(1 -methyl-1 H-tetrazole-5- 
suIfonylHhiazole-4-carboxyIic add 
15 2-[3-(2-tydopentanecarbonyM^ 
sulfonyl)-thiazole-4-carboxylic add 
2-[3-(2-(tyclopentanerarbonyl-4-moiph^ 
su!fonyl)-thiazole^-carboxylic add 

2-[3-(3-Cydopentanecarbonyl-pyridirv4-yl)-ureido]-5-(1 -methyl-1 H-tetrazole-5-sulfonyl)- 
20 thiazole-4-carboxylic acid 

2-{3-(4-Cydopentanerarbonyl-pyritf^^ 
thiazole-4-carboxylic acid 

2-[3-(3-Cyclopentanecarbonyl-pyridin-2-yl)-ureido]-5-(1 -methyl-1 H-tetrazole-5-sulfonyl)- 
thiazole-4-carboxylic add 
25 2-[3-(2-Cyclopentanecarbonyl-4-me%^ 
4-carboxylic add 

2-[3-{2-Cydopentanerarbonyl-pte^ 
carboxylic add 

2-[3-(4-Chloro-2K^dopentanecarbonyl^ 
30 carboxylic acid 

2-[3-(2-Ctyclopentaneraibonyl^ 
carboxylic add 

2-[3-(2-Cyclopentanecartonyl-4-trifluoromethyl-phenyl)-ure 
thiazoIe-4-carboxylic add 
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2-[3-(2-tyclopentanecarbony^ 
thiazole-4-carboxylic acid 
2^3-(2^dopentanecarbonyW^imethylam 
thiazole^-carboxylic acid 
5 2-[3-(2-CydopentanecarbonyW<rc>rpho^ 
thiazole-4-carboxylic acid 
2-[3-(3-Cydopentanecarbonyl-pyridin^^^ 
carboxyJic acid 

2-[3-(4^dopentanec*rt>onyl-pyri^^ 
10 carboxylic add 

2-[3-(3^dopentanecar1x>nyl-pyrid^ 
carboxylic add 

{5-Chloro-2-[3-(2^clopentanerarbonyt^m add 
{5-Chloro-2-[3-(2^dopentanecarbonyt-pte^ acid 
1 5 {5-Chloro-2-[3-(4K^loro-2<yclopen^ acid 
{5-Chlorc^2-[3-(2-cydopentanera acid 
{5-Chloro-2-[3-(2-cydopentanecarbony^ 
add 

{5-Chloro-2-[3^2-cyclopentanera acid 
20 {5-Chloro-2-[3-(2-cydopentanecarbonyl^ 
add 

{5-Chloro-2-[3-(2-cydopentanecaito 
acid 

{5-Chloro-2-[3-(3-cydopentanecarbonyl^^^ acid 

25 {5-Chtoro-2-[3-(4-cyc!opentanera 

{5-Chloro-2-[3-(3^dopentanecarbonyl-pyridi^ add 
{54Jromo-2-[3-(2<yclopentanecarbonyl-4^ acid 
{5-Bromo-2-[3-(2-cyclopentanerarbon^ add 
{5-Bromo-2-[3-(4-c^loro-2^clopentanecart^ add 

30 {5-Bromo-2-[3-(2-cyclopentanerarbonyl^^ 
{5-Bromo-2-[3-(2~cydopentanecarbony^ 
add 

{5-Bromo-2-[3-(2<ydopentanecarbonyl^me^ add 
{5-Bromc^2-[3-(2^clopentanecarbony!-4^ 
35 acid 
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{5-Bromo-2-[3-(2^dopentanecarbonyl^mo 
acid 

{5-Bromo-2-[3-(3^dopentanerarbonyl^^ acW 
{5-Bromo-243-(4^dopentanecarbon^ add 
5 {5-Bromo-2-[3-(3^dopentanecarbon^ add 
{2-[3-(2-Cydopentanecarbonyl^methyt-p^ 
add 

{2-[3-(2-(tydopentanerarbonyl-phen^ add 
{2^3-(4-Chloro-2Kydopentanerarbo^ 
10 add 

{2-[3-(2-Cydopentanecarbonyl^fluoi^ 
add 

{2-[3-(2-Cydopentanecartx>nyl^ 
yl}-acetic add 
15 {2-[3-(2-Cyclopentanecarbonyl^meto 
acetic add 

{2-(3-(2-Cyclopentanec»rbonyl^imeth^ 
yl}-acetic acid 

{2-[3-(2-tycIopentanerarbon^ 
20 yl}-acetic acid 

{2-[3-(3-Cyclopentanecarbonyl-pyrid acid 
{2-[3-(4-Cyclopentanecaitonyl-pyridin-3-y^ acid 
{2^3-(3^dopentanerarbonyl-pyridtn-2-y^^ add 
{2-[3-(2-CydopentanecarbonyW-methyl^ 
25 acetic acid 

{2-[3-(2-Cydopentanerarbonyl-phenyl)-urei^^^ add 

{2-[3-(4<;hloro-2-cyclopentanec»rt^ 

acetic add 

{2-[3-(2-Cydopentanerartx>nyM-fluorc>^ 
30 add 

{2-[3-(2-CydopentanecarbonyM4rifluorom 
yl}-acetic add 

{2-[3-(2-Cydopentanerart>onyM-m 
acetic acid 
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{2-[3-(2-Cydopentanecarbonyl-^ 
yl}-acetic acid 

{2-[3-(2-CydopentanecarbonyMn^ 
yf}-acetic acid 
5 {243-(3-Ctydopentanecarbonyl-pyridirv^ 
acid 

{2-[3-(4-Cydopentanecarbonyl-pyridirv3-y^ 
add . 

{2-[3-(3-Cydopentanecarbonyhp^ 
10 add 

[2-[3-(2-Cydopentanecarbonyl^methyl^te^ 
acetic acid 

[2-[3-(2-tydopentanecarbonyl-pte^ add 
[2-[3-(4-Chloro-2-cydopentanecarbonyl^^^ 
15 acetic add 

[2-[3K2^clopentanerarbonyM-fluoro-pte^ 
acetic acid 

[2^3-(2-Cydopentanecarbonyl^trifluorome 
thiazol-4~yq~acetic acid 
20 [2^3-(2-(tydopentanecarbonyM-methoxy-phe^ 
yQ-acetic acid 

[2^3-(2-tydopentanecarbonyM^imethy^ 
thiazol-4-yl]-acetic acid 

[2-[3-(2-Cydopentanecart)onyM-morpholin^ 
25 thiazol-4-yl]-acetic add 

[243-(3-Cydopentanerartx>nyl-pyridin^ 
acid 

[2^3-(4-Ctydopentanecarbonyl-pyridi 
add 

30 [2^3-(3-Cydopentanecarbonyl-pyridin-2^ 
acid 

[243-(2-CyclopentanecarbonyM-methyl-phen^ 
acetic add 

[2-[3-(2-Cydopentanecarbonyl-phenyl)-ureM^^ add 
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[2-[3^4-Chloro-2<ydopenta^ 
acetic acid 

[2^3K2^clopentanecarbonyl^fluo^ 
acetic acid 

5 [243^2^dopentanerarbonyi^trifl^ 
thiazoM-yO-acetic acid 

[2-[3^2^clopentanecarbonyl^methoxy^hen^^ 
yQ-acetic acid 

[2-[3-(2-Cydopentanerarbonyl-4Klimethylamino-phenyI)-ureido 
1 0 thiazol-4-yQ-acetic acid 

[243-(2-CydopentanecarbonyM-morp^ 
thiazol-4-yQ-acetic acid 
[2-[3^3^ydopentanerarbonyl-py 
acid 

15 [2^3^4<;ydopentanec»rbonyl-pyridin-3^ 
acid 

[2-[3-(3-Cydopentanerarbonyl-pyridiiv^^ 
add 

[243^2<)yclopentanecarbonyM-methyl-phen^ 
20 4-yQ-acetic add 

[2-[3^2-Cyclopentanecartx>nyl-phen 
acetic acid 

[243-(4-ChIoro-2^clopentanecarbony^ 
4-ylJ-acetic add 
25 [2-[3~(2-Cyclopentanecarbonyl^fluor^ 
yl]-acetic acid 

[243-(2-Cyclopentanerarbonyl^trif!uoro^ 
thiazol-4-yl]-acetic add 
[2-[3-(2-Cyclopentanerarbonyl^methoxy-^^ 
30 thiazo!-4-yl]-acetic add 

[2^3^2-CydopentanecarbonyM-dimethy!^^ 
thiazol-4-yl]-acetic add 
[2^3^2-CyclopentanecarbonyM-morpM 
thiazol-4-yQ-acetic add 
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[2^3-Cydopentanecartx>nyl-pyridin^ 
acetic acid 

[243K4-CydopentanecarbonyL^ 

acetic acid 
5 [2^:H3<tydopentanecarbon^ 

acetic acid 

[2-[3-(2-Cydopentanecarbonyl^methyU^^ 
4-yl]-acetic acid 

[2^3K2^dopentanecartx>nyl-phen 
10 add 

[2-[3^4^hloro-2-cyclopentanecart>o^ 
yQ-acetic add 

[2-[3^2-tydopentanecarbonyM4luor^^ 
ylj-acetic acid 
15 [2-[3^2-CyclopentanerarbonyM-trifluo^ 
thiazol-4-yQ-acetic acid 

[2-[3^2-CydopentanecarbonyW-methoxy-phenyl)-ureido]-5-(1/+imidazole-2-sulfon 
thiazol-4-yI]-acetic acid 
[2-[3-(2^yclopentanecart>onyl^dimethyl^^ 
20 thiazol-4-yl]-acetic acid 

[2-[3^2-Cydopenta necarbonyM-morph^^ 
thiazol-4~yl]-acetic acid 

[243-(3-Cydopentanecarbonyl-pyridin^yl^ 
acetic acid 
25 [2-[3-(4-Cydopentanecarbonyl-py^ 
acetic acid 

[2-[3-(3-Cydopentanecarbonyl-pyridi 
acetic add 

[2-[3^2<tydopentanecarbonyl^methyl-pheny0^^ 
30 thiazol-4-yl]-acetic add 

[2-[3-(2-CydopentanecarbonyI-phenyl)-urd^ 
yl]-acetic add 

[2-[3-(4^hloro-2-(yclopentanecarbonyl-p^ 
thiazol-4-yl]-acetic acid 
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[243-(2^dopentanecart>ony^ 
thiazoW-yI]-acetic acid 
[2-[3-{2-(tydopentanecart>onyl-^^ 
yisulfanyl)-thiazol-4-yl]-acetic acid 
5 [2^3-(2-Cydopentanecarbonyl-4-methoxy-phenyl)-ureido]-5-(1 -methyl-1 H-tetrazol-5- 
ylsulfanyl)-thiazGl-4-yQ-acetic add 

[243-(2-Cydopentanecarbonyl^imethyfamino-phenyl)-ureido]-5-(1 -methyl-1 H-tetrazol-5- 
ylsulfanyl)-thiazol-4-yl]-acetic add 

[2-[3-(2-Ctydopentanecarbonyl-4^^ H-tetrazol-5- 
1 0 ylsulfanyl)-thtazol-4-yl]-acetic add 

[2-[3-(3-Cydopentanecarbonyl-pyridin-4-yl)-ureido]-5-(1 -methyH H-tetrazol-5-ylsulfanyl)- 
thiazol-4-yQ-acetic add 

[2-[3-(4-Cydopentanecart)onyl-pyridin-3-yl)-ureido]-5-(1 -methyl-1 H-tetrazol-5-yIsulfanyl}- 
thiazol-4-yQ-acetic add 

1 5 [2-[3-(3-Cydopentanecarbonyl-pyridin-2-yl)-ureido]-5-(1 -methyl-1 H-tetrazol-5-ylsulfanyl)- 
thiazol-4-yO-acetic add 
[2-[3-{2-Cydopentanecarbonyl-4-me%^ 
thiazol-4-ylJ-acetic add 

[2-[3-{2-Cydopentanecarbonyl-phenyl)-ure^ 
20 yl]-acetic add 

[2-[3-{4-Chloro-2-cydopentanecarbonyl-phenyl)-ureido]-5-(1 -methyl-1 H-tetrazole-5-sulfonyl)- 
thiazol-4-yl]-acetic acid 
[2-[3-(2-Cydopentanera*onyl-4-fl^ 
thiazol-4-yI]-acetic add 

25 [2-[3-{2-(^dopentanecart>onyl-4-tiifluoromethyl-phenyl)-ureido]-5-(1 -methyl-1 H-tetrazoIe-5- 

sulfonyl)-thiazol-4-yl]-acetic add 

[2-[3-(2-Cydopentanecart)onyl-4-methoxy-p^ 

sulfonyl)-thiazol-4-yl]-acetic add 

[2-[3-(2-CydopentanecarbonyM-dimethyte^ 
30 sulfonyl)-thiazol-4-yl]-acetic add 

[2-[3-(2-Cydopentanerarbonyt^morpholin-4-^^ 

sulfonyl)-thiazol-4-yl]-acetic add 

[2-[3-(3-Cydopentanecarbonyl-pyridin-4-yl)-ureido]-5-( 1 -methyl-1 H-tetrazoIe-5-sulfonyl)- 
thiazol-4-yl]-acetic add 
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[2^3-(4^clopentanecarbonyl-pyridin-3-yl)-ureido]-5-(1 -methyM H-tetrazole-5-sulfonyl)- 
thiazoW-yfl-acetic acid 
[2^3^3-Cydopentanecarbonyl-pyridin-2-yl^ 
thiazoW-yi]-acetic acid 
5 [2-[3^2-Cydopentanecarbonyl^me^ 
yQ-acetic acid 

[2^3^2^dopentanerarbonyl-pheny^ 
acid 

[2^3K4-Chloro-2Kydopentanecarbon^ 
10 yl]-acetic add 

[2^3-(2-Cydopentanecarbonyl^fluo^ 
yl]-acetic add 

[2^3-(2-Cydopentane«rbonyl^trifluoromethyl-phenyl)-ureido> 
thiazoi-4-yO-acetic add 

1 5 [2^3-(2-CydopentanecarbonyI-4-methoxy-phenyl)-ureido]-5-(1 W-tetrazole-5-sulfonyl)-thiazol- 
4-yQ-acetic add 

[2-[3-(2-tydopentanecarbonyW<rimetW 
thiazol-4-yl]-acetic add 
[243^2-Cydopentanecarbonyl^moip^ 
20 thiazol-4-yl]-acetic add 

[243^3-Cyclopentanerarbonyl-pyridi^ 
acetic add 

[2-[3-(4-Cydopentanecarbonyt-pyridin^ 
acetic add 
25 [2-[3K3-Cydopentanerai*onyl-pyri 
acetic add 

1-(5-ChlorcM-phenylsulfanylmethyl^ 
phenyl)-urea 

1-(5-Chloro^-phenylsulfany1methyl^^^ 
30 1-(4-Chloro-2<ydopentanecarbonyl-phenyl)-^^ 
urea 

1 -(5-Chloro^phenylsuifa^ 
urea 

1-(5-Chloro^-phenytsulfanylmethyl^ 
35 phenyl)-urea 
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1 -(S^loro^phenylsulfanytmethy^^ 
phenyl)-urea 

1 -(5-Chloro^phenylsulfanyl^ 
phenyl)-urea 
5 1-(5-(^toro^phenylsulfanylmethyl^ 
phenyl)-urea 

1 -(5-Chloro^-phenylsulfanylmeto^ 
1-(5-Chtoro^henylsulfanylmethyl-thiazol-2-yl)-3-(4^d 
1-(5-Chlorc>^phenylsulfanylmeth^ 
10 1 -(5-BromcM-phenylsuIfanylmethyl-thiazol^^^ 
phenyl)-urea 

1-(5-Bromo^heny!sutfanylmethyl-th^ 
1-(5-Bromo^phenyIsulfanylmethyl-thia^ 
urea 

1 5 1 -(5-Bromo^-pheny1sulfanylmethyl4^ 
urea 

1-(5-Bromo^phenylsulfanylmethyl-tW 
phenyl)-urea 

1-(5-BromcH4-phenylsutfanyImethykh^^ 
20 phenyl)-urea 

1 -(5-Bromo^phenylsutfanyImethyl^ 
phenyl)-urea 

1-(5-Bromo^phenylsulfanylme%l-thto 

phenyl)-urea 
25 1-(5-Bromo^phenylsulfanylmeta^ 

1-(5-Bromo^phenylsulfanylmethyl-tW 

1-(5-Bromo^phenylsulfanylmethyl4hto^ 

1-(2-Cydopentanecarbonyl^methyl-phe^ 

thiazol-2-yl)-urea 
30 1-(2-Cyclopentanecarbonyl-phenyl)-3^ 

urea 

1-(4-Chloro-2^dopentanerarbonyl-pheny^ 
thiazol-2-yl)-urea 

1-(2-CydopentanecarbonyM-fluoro-phen 
35 thiazol-2-yl)-urea 
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1-(2-Cydopentanecarbonyl^trifluoro^ 
phenyIsulfanylmethyl-thia20l-2-yl)-urea 
1-(2-Cydopentanecarbonyl^methoxy^hen^ 
thiazol-2-yl)-urea 
5 1-(2-Cydopentanecarbonyl-4KJimethylam 
pheny!sulfanylmethyl-thia20l-2-yl)-urea 
1-(2-Cydopentanecarbonyl^nrc^ 
phenylsuifanylmethyt-thiazol-2-ylVurea 
1-(3-Cydopentanecarbonyl-pyrkiin^^ 
10 2-yl)-urea 

1- (4-Cydopentanecarbonyl-pyridirh3^ 

2- yl)-urea 

1- (3-Cydopentanecarbonyl-pyridin-2-y^ 

2- yl)-urea 

1 5 1 -(2-CyclopentanerarbonyM-methyl-pte^ 
thiazol-2-yl)-urea 

1 -(2-Cydopentanecarbonyt-pheny^ 
yl)-urea 

1-(4-Chloro-2^dopentanerarbony^^ 
20 thiazol-2-yl)-urea 

1 -(2-tyclopentanecarbony W-fluoro^ 
thiazol-2-yl)-urea 

1 -(2<)ydopentanecarbonyM4rifIuorometo^ 
phenylsulfanylmethyl-lhiazoI-2-yl)-urea 
25 1-(2-CydopentanecarbonyW-methoxy-phen^ 
thiazol-2-yl)-urea 

1-(2-CydopentanecarbonyM^imethylamino-p^ 
phenylsulfanylmethyWhiazol-2-yl)-urea 

1-(2-Cydopentanecartonyl^-morpholirH^-yl-phenyl)-3-(5-methanesuIfonyl^ 
30 phenylsulfanylmethyl-thiazol-2-yl)-urea 

1-(3-Cydopentanecarbonyl-pyridin^-yl)-3-(^ 
thiazol-2-yl)-urea 

1 -(4-Cyclopentanecarbonyl-pyridin^ 
thiazol-2-yl)-urea 
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H3<)ydopentanecart>onyl-p 
thiazok2-yl)-urea 

1- (2<tydopentanecarbonyl^me^^ 
ylsuIfanylHhiazol-2-ylJ-urea 

5 H2^clopentanecarbonyl-phenyl)-3-[4-phenylsulfanyImethyl-5-(pyridi 

2- ylJ-urea 

1-(4^ioro-2^dopentanecarbonyl~phOT^ 
ylsulfanyl)-thiazol-2-yl]-urea 

1-(2<^dopentanerarbonyl^fluoro-phenyl)-3-[4-phenylsutfan 
1 0 ylsutfanyl)-thiazol-2-yl]-urea 

. H2^dopentanecarbonyl^trif!uoro^ 

yisulfanyl)-thiazol-2-yl]-urea 

1 -(2^ydopentanecarbonyl^methoxy-p^ 

ylsuifanyl)-thiazol-2-yl]-urea 
1 5 1 -(2-Cfydopentanerarbonyl^imethyla^ 

ylsulfanyl)-thiazol-2-yi]-urea 

1-(2^yctopentanecarbonyM-nK>rphoK^ 

ylsulfanyIHhiazol-2-yl]-urea 

H3-Cydopentanecarbonyl-pyridin^-y^ 
20 thiazol-2-yl]-urea 

1-(4-Cydopentanecarbonyl-pyridin-3^^ 

thiazol-2-yl]-urea 

1-(3-tydopentanecarbonyl-pyridin-2-^ 
thiazol-2-yI]-urea 

25 1-(2-CydopentanecarbonyM-methyl-phenyl)-3-[4-phenylsulfanylmethyl-5-(p 
sulfonyl)-thiazol-2-yl]-urea 

1- (2-Cydopentanecaifcony!-phenyl)-3-^ 

2- yl]-urea 

1-(4-Chlorcn2^dopentanec^rtx)nyl-phenyl)-3-[4-phenylsulfanylmeth 
30 sulfonyl)-thiazot-2-y!]-urea 

1-(2-Cydopentanerarbonyl^fluoro-phenyl^^ 
sulfonyl)-thiazol-2-yI]-urea 
1-(2-CyclopentanerarbonyM-trifl^ 
sulfonyl)-thiazoI-2-yl]-urea 
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1 -(2-Cydopentanecartonyt^met to 
sulfonyl)-thiazol-2-yl]-urea 

1- (2<tydopentanecarbonyt^ime%^ 

2- sulfonyl)4hiazol-2-y0-urea 

5 1-(2-Cydopentanecarbonyl^morpholin^-yl-phenyl)-3-[4-phen 
sulfonyl)-thiazol-2-yO-Lirea 
1-(3-Cydopentanecartx>nyl-pyridin^^ 
thiazoI-2-yO-urea 
1-(4-Cydopentanecarbonyl-p^ 
10 thiazol-2-yl]-urea 

1~(3<fydopentanecart>onyl-pyridin-2-yl^^ 
thiazoI-2-yl]-urea 

1 -(2-Cydopentanecarbonyl-4-methyl-phenyl)-3-[5-(1 H-imidazol-2-ylsulfanyl)-4- 
phenylsulfanylmethyl-thiazol-2-ylJ-urea 
1 5 1 -(2-Cydopentanecarbonyl-phenyl)-3-[5-(1 H-imidazol-2-ylsulfanyl)-4-phenyIsuIf anylmethyl- 
thiazol-2-yl]-urea 

1 -(4-Chloro-2-cyclopentanecarbonyl-phenyl)-3-[5-(1 H-imidazol-2-ylsulfanyl>-4- 
phenylsulfanylmethyl-thiazol-2-yQ-urea 

1 -(2-Cydopentanecarbonyl-4-fluoro-phenyl)-3-[5-(1 W-imidazol-2-ylsulfanyl)-4- 
20 phenylsuIfanylmethyl-thiazol-2-yl]-urea 

1 -(2-C^dopentanecarbonyl^trifluoromethyl-phenyl)-3-[5-(1 H-imidazol-2-ylsulfanyl)-4- 
phenylsulfanylmethyl-thiazoI-2-yl]-urea 

1 »(2-Cydopentanecartx>nyl-4-methoxy-phenyl)-3-[5-(1 H-imidazol-2-ylsulfanylH- 
phenylsulfanylmethyl-thiazol-2-yl]-urea 
25 1-(2-Cyctopentanecarbonyl^imethylamin<>phenyl)-3-[5-(1 H-imidazol-2-yisulfanyl)-4- 
pheny!sulfanylmethyl4hiazol-2-yl]-urea 

1 «(2-<^dopentanecarbonyl-4-morpholin-4-y[-phenyl)-3-[5-(1 H-imidazol-2-ylsulfanyl)-4- 
phenylsulfanylmethyl-thiazol-2-yl]-urea 
1-(3-Cydopentanecarbonyl-pyridin^ 
30 phenylsulfanylmethyl-thiazoI-2-yl]-urea 

1 -(4-Cydopentanecarbonyl-pyridin-3-yl)-3-[5-(1 H-imidazol-2-ylsulfanyl)-4- 
phenylsulfanylmethyl-thiazol-2-yl]-urea 

1 -(3-Cydopentanecarbonyl-pyridin-2-yl)-3-t5-(1 H-imidazol-2-ylsulfanyl)-4- 
phenylsulfanylmethyMhiazol-2-yQ-urea 
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1^2-Cydopentanecarbonyl^methyl^ 
phenyisulfanylmethyWhiazol-2-yq-urea 
1^2<tydopentanecarbonyl-phenyl)-3-[5-(1W 
thiazol-2-yO-urea 

5 1 -(4-Chloro-2-cycIopentanecarbonyI-phenyt)-3-[5-(1 H-imidazole-2-sutfonylH- 
phenyIsulfanylmethyl-thiazol-2-yll-urea 

1 -(2-Cydopentanecarbonyl-4-fIuorophenyl)-3-[5-(1 Wmidazole-2-sulfonyI)-4- 
phenylsulfanylmethyMhiazol-2-yQ-urea 
1-(2-Cydopentanecarbonyl^trifto^ 
1 0 phenylsulfanylmethyl-thiazol-2-ylJ-urea 
1-(2-Cydopentanerarbonyl^metoo)^ 
pheny!sulfanylmethyl-thiazol-2-yI]-urea 

1 -(2<^dopentanerarbonyl-^imethylamino-phenyl)-3-[5-(1 H-imidazole-2-sulfonyl)-4- 
phenyIsulfanylmethyl-thiazol-2-yQ-urea 
1 5 1-(2-Cydopentanecartx^nyM-morpholin^-yl-phenyl)-3-[5-(1 H-imidazole-2-sulfonyl)-4- 
phenylsulfanylmethyl-thiazol-2-yQ-urea 

1 -(3-Cydopentanecarbonyl-pyridin-4-yl)-3-[5-(1 H-imidazole-2-suIfonyl)-4- 
phenylsulfanylmethyl-thiazol-2-yQ-urea 

1 -(4-Cydopentanecarbonyl-pyridin-3-yl)-3-[5-(1 H-imidazole-2-sulfonyl)-4- 
20 phenylsulfanylmethyl-thiazol-2-yl]-urea 

1 -(3-Cydopentanecarbonyl-pyridin-2-yl)-3-[5-(1 H-imidazole-2-sulfonylH- 
phenylsuIfany!methyl-thiazol-2-yl]-urea 

1 -(2-Cydopentanecarbonyl-4-methyl-phenyl)-3-[5-(1 -methyM H-tetrazol-5-ylsu!fanyl)-4- 
phenylsulfanylmethyl-thiazol-2-yI]-urea 
25 1 -(2-Cydopentanecarbonyl-phenyl)-3-[5-(1 -methyM H-tetrazol-5-ylsulfanyl)-4- 
phenylsulfanylmethyl-thiazol-2-yI]-urea 

1 -(4-Chloro-2-cyclopentanecarbonyl-phenyl)-3-[5-(1 -methyM H-tetrazol-5-ylsulfanyt)-4- 
phenylsulfanylmethykhiazol-2-yQ-urea 
1-(2-CydopentanerarbonyM-fluoro-phen^ 
30 phenylsulfanyImethy1-thiazoI-2-yl]-urea 

1 -(2-Cyclopentanecarbony l-4-trifluoromethyl-phenyl)-3-[5-(1 -methyM H-tetrazoI-5-ylsulfanyl)- 
4-phenyIsulfanylmethyl-thiazol-2-yO-urea 

1 -(2-Cyclopentanecarbonyt-4-methoxy-phenyl)-3-[5-(1 -methyM H-tetrazol-5-ylsulfanyl)-4- 
phenylsulfanylmethyl-thiazol-2-yl]-urea 
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1 -(2-(^ctopentanecarbonyl^imethylamino-phenyl)-3-[5-(1 -methyl-1 H-tetrazol-5-ylsulfanyl)- 
4-phenybulfanylmethyl-thiazol-2-yI]-urea 
1-(2-Cydopentanecarbonyl-4-morpholin^ 
4-phenylsulfanylmethyl-thiazol-2-yll-urea 
5 1-(3-Cyclopentanecart>onyl-p^ H-tetrazol-5-ylsulfanyIH- 
phenylsulfanylmethyl-thiazol-2-yl]-urea 

1-(4-Cyclopentanecarbonyl-pyridin-3-yI)-3-[5-(1 -methyl-1 H-tetrazol-5-ylsuffanyl)-4- 
phenylsulfanylmethyl-thiazol-2-ylJ-urea 

1 -(3-Cyclopentanecarbonyl-pyridin-2-yI)-3-[5-(1 -methyl-1 H-tetrazol-5-ylsuIf anyl)-4- 
1 0 phenylsulfanylmethyl-thiazol-2-yl]-urea 

1-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-3-[5-(1 -methyl-1 H-tetrazole-5-sulfonylH- 
phenylsulfanylmethyl-thiazol-2-^l-urea 

1 -(2-Cyclopentanecarbonyl-phenyl)-3-[5-(1 -methyl-1 H-tetrazole-5-sulfonyl)-4- 
phenylsulfanylmethyl-thiazol-2-yl]-urea 
15 1-(4-Chloro-2-cydopentanecato^ 

phenylsulfanylmethyl-thiazol-2-yl]-urea 

1 -(2-Cyclopentanecarbonyl-4-fluoro-phenyl)-3-[5-( 1 -methyl-1 H-tetrazole-5-sulfonyl)-4- 
phenylsulfanylmethyl-thiazol-2-yl]-urea 

1-(2-CydopentanecarbonyM-trifluoromethyl-phenyl)-3-[5-(1 -methyl-1 W-tetrazole-5-sulfonyl)- 
20 4-phenylsulfanylmethyl-thiazol-2-yl]-urea 

1-(2-CydopentanecarbonyW-methoxy-phenyl)-3-[^^ 
phenylsulfanylmethyl-thiazol-2-yl]-urea 

1 -(2-Cydopentanecarbonyl-4-dimethylamino-phenyl)-3-[5-(1 -methyl-1 H-tetrazole-5-suifonyl)- 
4-phenylsulfanylmethyl-thiazol-2-yl]-urea 
25 1 -(2-Cydopentanecarbonyl-4-morpholin-4-yl-phenyl)-3-[5-(1 -methyl-1 H-tetrazole-5-sulfonyl)- 
4-phenylsulfanyImethyl-thiazol-2-yl]-urea 

1 -(3-Cydopentanecarbonyl-pyridin-4-yl)-3-t5-(1 -methyl-1 H-tetrazole-5-sulfonyl)-4- 
phenylsulfanylmethyl-thiazol-2-yQ-urea 

1 -(4-Cydopentanecarbonyl-pyridin-3-yl)-3-[5-(1 -methyl-1 H-tetrazole-5-sulfonyl)-4- 
30 phenylsulfanylmethyl-thiazol-2-yl]-urea 

1 -(3-Cydopentanecarbonyl-pyridin-2-yl)-3-[5-(1 -methyl-1 H-tetrazo!e-5-sulfonyl)-4- 
phenylsulfanylmethyl-thiazol-2-yl]-urea 
1-(2-Cyclopentanecarbonyl-4-methyl-phenyl)-3-t4-phenylsulfan 
sulfonyl)-thiazol-2-yl]-urea 
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1-(2-Cydopentanecarbony^heny^ 
thiazol-2-yl]-urea 

1 -(4-Chloro-2^clopentanecarbonyl-phenyl)-3-[4-phenylsulfanylm H-tetrazole-5- 
sulfonyl)-thiazol-2-ylJ-urea 
5 1 -(2-CydopentanecarbonyM-fluo^ H-teirazote-5- 
sutfonyl)-thiazol-2-yl]-urea 
1 -(2-CydopentanecarbonyM-t^ 
tetrazole-5-sulfonylHhiazol-2-yl]Hjrea 

1 K2-Cyctopentanecarbonyl^methoxy-phenyl)-3-[4-phenylsulfanyI H-tetrazole-5- 
1 0 suffonyl)-thiazol-2-yl]-urea 

1 ^2-Cydopentanecarbonyl^ime%lamino-phenyl)-3-[4-phenylsuIfanylm H- 
tetrazo!e-5-sulfony1)-thiazol-2-yl]-urea 

1 -(2-tyctopentanerarbonyt^morphoiin^yl-phenyO^ H- 
tetrazde-5-sulfonyt)-thiazol-2-yl]-urea 
1 5 1 -(3-C^dopentanecarbonyl-pyridin^yl)-3-[4-phenylsulfanylmethyl H-tetrazole-5- 
sulfonyl)-thiazol-2-yl]-urea 

1 -(4-Cyclopentanecartx)nyl-pyridin-3-yl^^ H-tetrazole-5- 

sulfonyl)-thiazol-2-yl}-urea 

1 -(3-Cydopentanecarbonyl-pyridin^ 
20 sulfonyl)-thiazol-2-yl]-urea 

AH5-Chloro-2-[3-(2-cydopentanerartx)n^ 

methanesulfonamide 

/V^5-Chlor<>2-[3^2^dopentanecar^ 

methanesulfonamide 
25 AH5-Chloro-2-[3^4-chloro-2Kydopentanecarto^ 

methanesulfonamide 

/V-{5-Chloro-2-[3-(2^dopentanecarbonyI^fluoro-phenyl)-ureido]-thiazol^ylmethyl^ 
methanesulfonamide 

/V^5-Chloro-2-[3^2^dopentanerarbonyl^t^ 
30 ylmethylj-methanesulfonarnide 

/V^5-Chloro-2-[3-(2^dopentanecarbon^ 
methanesulfonamide 

A/^5-Chloro-2-t3^2^dopentanecarbonyl^Kiimethylamino-phenyI)-ureido]-thi 
ylmethyl}-methanesulfonamide 
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/V^5-Chloro-2-[3-(2^dopentanera 
ylmethyl}-methanesulfonamide 
AH5-Chloi^2-[3-(3^dopentanera 
methanesulfonamide 
5 AH5-Chloro-2-[3-(4-cydopentanecarbony^ 
methanesulfonamide 
N^5-Chloro-2-[3-(3^clopentanecarbo^ 
methanesulfonamide 

AK5-Bromo-2^3^2^dopentanecarbonyl^meth^^ 
1 0 methanesulfonamide 

/^5-Bromo-2^3-(2^dopentanerarbonyl-phenyl)^reido]-thiazol^ylme%^ 

methanesulfonamide 

AK5-Bromo-2^3-(4^loro-2Kydopente^ 

methanesulfonamide 
15 AH5-Bromo-2-[3^2^dopentanecarbonyl^ 

methanesulfonamide 

A^{5-Bromo-2-[3^2Hydopentanecaii5onyl^trifluoromethyl-phenylV 

ylmethyl}-methanesulfonamide 

/V^5-Bromo-2^3^2-cyclopentanecart>onyW 
20 methanesulfonamide 

A/45-Bromo-2^3-(2-^dopentanecarbonyl-4-dimethylamino-phenyl)-ureido]-thiazol-4- 

ylmethyl}-methanesulfonamide 

AH5-Bromo-2-[3-(2<yclopentanecaito 

ylmethyl}-methanesulfonamide 
25 AH5-Bromo-2-[3-(3^clopentanecarbonyI-py 

methanesulfonamide 

N-{5-Bromo-2^3^4-<^clopentanerart^ 

methanesulfonamide 

AH^Bromo-2-[3-(3^dopentanecarbonyl-pyrid^ 
30 methanesulfonamide 

/^2-[3-(2-Cydopentanerarbonyl^methyl-^ 
ylmethyI}-methanesulfonamide 
AH2^3-(2-Cydopentanecai*onyl-phenyl)-ureid^^ 
methanesulfonamide 
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AK2^3^4^htoro-2^dopentaneca 
ylmethyl}-methanesulfonamide 

AK2-[3K2^clopentanecarbonyl^fluoro-phenyl)-ureidol-5-m 
ylmethyl}-rnethanesutfonamide 
5 AH2^3^2-(^dopentaneMrtx>nyl^trifluoromethyl-phen 
ylmethyl}-methanesutfonamide 
AH2^3^2-tydopentanecartx)nyl^methoxy-^^ 
ylmethyt}-methanesuIfonamide 
W^243-(2-Cydopentanecarbonyl^ime%lamin^^ 
10 4-ylmethyl}-methanesulfonamide 

AH2-[3-(2-Cfydopentanec»rbonyl^morpholin^yl^^ 
ylmethyl}-methanesulfonamide 

A^{2K3-(3-(^dopentanecarbonyl-pyridin^yl)-ureido]-5-methy[sulfanyl4h 
methanesutfonamide 
15 W^2^3-(4-Cydopentanecarbonyl-p^ 
methanesulfonamide 

AH2^3^3-Cydopentanecarbonyli)yridin-2-yl)^ 
methanesulfonamide 

W^2-[3-(2-CydopentanecarbonyW-me%^ 
20 ylmethy1}-methanesulfonamide 

AH2-[3-(2-CydopentanerarbonyI-phenyl)HJreido]-^ 

methanesulfonamide 

AH2-[3-(4-Chloro-2-cydopentanerart>on 

ylmethyl}«methanesulfonamtde 
25 AH2^3^2<JydopentanecarbonyM-fluoro-phenyl^^ 

ylmethyl}-methanesuIfonamide 

AH243-(2-CydopentanerarbonyW4rifluorom 

4-yImethyl}-methanesulfonamide 

W^2-[3-(2-Cydopentanecarbonyl^methoxy-phenyI^^ 
30 ylmethyl}-methanesulfonamide 

A/^2-[3^2-Cydopentanecarbonyl-4-dimethylamino-phenyl)-ureido]-5-methanesulfonyl- 

thiazoM-ylmethyl}-methanesulfonamide 

AH2-[3-(2-Cydopentanecart>onyl^morpholin^ 

4-ylmethyl}-methanesulfonamide 
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/H2^3^3-Cydopentanerarbon^ 
methanesutfonamide 
/V^2-[3-<4-(tydopentanecarbonyl-p^ 
methanesulfonamide 
5 /^2-[3K3-Cydopentanecarbonyl-pyridin-2^^ 
methanesutfonamide 

N-[2-[3-(2-Cydopentaneearbonyl^methyl-^^ 

ylmethyfl-methanesulfonamide 

A^[2-t3-(2-Cydopentanecaitonyl-phenyl)^^ 
10 methanesulfonamide 

/V-[2-[3-(4~Ch!oro-2-cydopentaneca 

ylmethyO-methanesulfonamide 

AH2-[3-(2-tydopentanecarbonyl^fluor^^ 

ylmethyfl-methanesulfonamide 
1 5 AH2-[3-(2-Cydopentanecarbonyl^trifluorom 

thiazol-4-ylmethyq-methanesulfonamide 

/V-[2-[3-(2-Cydopentanecarbonyl-4-methoxy-phen^^ 

ylmethyl]-methanesulfonamide 

A/-[2-[3-(2-Cydopentanerarbonyl-4-dimethyla^ 
20 thiazol-4-ylmethyl]-methanesulfonamide 

/V-[2-[3^2-tydopentanecarbonyl-4«rrKD^ 

thiazol-4-ylmethyl]-methanesulfonamide 

A/-[2-[3-(3-Cydopentanecarbonyl-pyridin-4-yl^^ 

ylmethyl]-methanesulfonamide 
25 /^[2-[3-(4-Cydopentanecarbonyl-pyridin-3-^^ 

ylmethyl]-methanesulfonamide 

AK2-[3^3-Cyctopentanecartonyl-pyrid^ 

ylmethylj-methanesulfonamide 

AH2-[3-(2-Cyclopentanecarbonyl^methyl-pheny^ 
30 ylmethylj-methanesulfonamide 

AH2-[3-(2-Cydopentanecarbonyl-phenyi)-ureido]^^ 

methanesulfonamide 

AK2-[3-(4-Chioro-2-cydopentanecart)onyl-phe 
ylmethylj-methanesulfonamide 
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AH243^2-Cyclopentanecato^ 
ylmethylj-methanesulfonamide 
/V-[2-[3-(2-CydopentanecarbonyI^trifluo^^ 
thiazot-4-ylmethyO-methanesulfonamide 
5 AH2-[3-(2-Cydopentanecartx>nyl-4-meth^ 
ylmethylj-methanesulfonamide 

W-[243K2-Cydopentanecarbonyl^imethy!amino-pheny^ 

thia20I-4-ylmethyl]-methanesutfonamide 

AK243K2-Cydopentanecartx)nyl^moiph 
1 0 thiazol-4-ylmethylJ-methanesulfonamide 

N-{2-[3-(3-Cydopentanecarbonyl-pyri^^ 

ylmethyljmiethanesulfonamide 

A/-[2-[3^4-Cyclopentanecarbonyl-pyridin^ 

ylmethyO-methanesulfonamide 
15 A/-[2-[3^3-Cydopentanecarbonyl-py^ 

ylmethylj-methanesulfonamide 

/V-[2-[3^2-Cydopentanecarfconyl-4-meth^ 

thiazol-4-ylmethyl]-methanesulfonamide 

AK2-[3-(2-CydopentanecarbonyI-phenyl)-ureido]-5^ 
20 ylmethyl]-methanesulfonamide 

A^[2^3^4-Chloro-2<ydopentanecarbonyl-phenyl)-ureidol-^ 

thiazol-4-ylmethyQ-methanesulfonamide 

A/-[2-[3-(2-Cydopentanecarbonyl-4-fIuor^ 

thiazol-4-ylmethyl]-methanesulfonamide 
25 W-[2-[3-(2-Cydopentanecarbonyl-4-trffl^ 

ylsulfanyl)-thiazol-4-ylmethyl]-methanesulfonamide 

W-[2-[3-(2-Cydopentanecarbonyl-4-methoxy-phe 

thiazol^ylmethylj-methanesuffonamide 

W-[2-[3-(2-Cydopentanerarbonyl-4-dime%^ 
30 ylsulfanyl)-thiazol-4-ylmethyl]-methanesulfonamide 

/V-[2-[3-(2-Cydopentanerarbonyl^mo^ 

ylsulfanyl)-thiazol-4-ylmethyl]-methanesulfonamide 

W-[2-[3-(3-Cydopentanerarbonyl-pyridin^ 

ylmethyl]-methanesulfonamide 
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N-[2-[3^4-Cydopentan 
ylmethyO-methanesutfonamide 
AH243^3-Cydopentanecarbonyl-pyridin-2^^ 
ylmethyO-methanesutfonamide 
5 N-[2^3K2-Cydopentanecarbonyl^methyl-phenyl)-ureido]-5-(1H-imidazo 
thiazol-4-ytmethylJ-methanesulfonamide 

A^[2^3^2-CydopentanerarbonyI-phenyl)-ureido]-5-(1HHmidazole-2-sulfonyl^ 

ylmethyl]-methanesulfonamide 

AH2K3K4-Chioro-2^dopentanerarbony^ 
10 thiazol^yImethyl]-methanesulfonamide 

A/-[2-[3^2^ydopentanecarbon^ 

4-ylmethyH-methanesulfonamide 

A^[2-[3-(2-Cydopentanecart>onyl^trffl^ 

sulfonyl)-thia2ol-4-ylmethyl]-methanesulfonamide 
1 5 N-[2-[3-{2-Cydopentanecarbonyl-4-methoxy-phenyl)-ureido]-5-(1 H-imidazole-2-sulfonyl)- 

thiazol-4-ylmethyl]-methanesulfonamide 

/V-[2-[3-(2-Cydopentaneca*onyl^dime 

sulfonyl)-thiazol-4-ylmethyl]-methanesulfonamide 

/V-[2-[3-(2-Cyclopentanecarbony!^morpholm 
20 sulfonylHhiazol-4-ylmethyl]-methanesulfonamide 

AH2-[3^3-Cyclopentanecartony^ 

ylmethylj-methanesulfonamide 

AK2-[3^4-CydopentanerartDonyl^>yrM^ 

ylmethyt]-methanesulfonamide 
25 N-[2-[3^3-Cydopentanecarbonyl-py^ 

ylmethyO-methanesulfonamide 

A/-[2-[3^2-CydopentanecarbonyM-methyl^^ 

y!sulfanyl)-thiazol-4-ylmethyl]-methanesulfonamide 

N-[2-[3^2-Cyclopentanecarbonyl-phenyl)-^ 
30 thiazol-4-ylmethyl]-methanesulfonamide 

/V-[2^3^4-Ch!oro-2-cydopentanecarbonyl-phe^^^ 

ylsulfanyl)-thiazol-4-ylmethyl]-methanesulfonamide 

/V-[2-[3-(2-Cydopentanecarbonyl-4-fIuoro-phenyl)-ureido]-5-(1 -methyt-1 H-tetrazol-5- 
ylsulfanyl)-thiazol-4-ylmethyl]-methanesutfonamide 



WO 2004/002481 



PCTYDK2003/000449 



487 

A/-[2-I3-(2-Cydopentanecarbo^ 
ylsutfanyl)-thia2ol^ylmethyll-methanesutfonamide 

N-[2^3-(2^dopentanecarbonyl^methoxy-phenyl)-ureido]-5-(1 -methyl-1 H-tetrazol-5- 
ylsuifanyl)-thiazol^y!methyll-methanesulfonamide 
5 N-[2-[3^2-Cydopentanecarto^ H-tetrazol-5- 
ylsulfanylHhiazol^ylmethyq-methanesulfonamide 
AH2-[3-(2-Ctydopentanecarbonyl^morp^^^ 
ylsutfanyl)-thiazol^yimethyll-methanesutfonamid6 

/^[2-{3-<3-Cydopentanecarbonyl-pyridin-4-yl)-ureido]-5-(1 -methyt-1 H-tetrazol-5-ylsulfany \y 
10 thiazol-4-ylmethylJ-methanesulfonamide 

/V-[2-[3-(4-Cydopentanecarbon^ 

thiazoW-ylmethyO-methanesulfonamide 

A42-[3-(3-Cydopentanecarbonyl-p^^ 

thiazol-4-ylmethyfl-methane$ulfonamide 
1 5 AA[2-[3^2-C^dopentanerarbonyl-4-methyl-phenyl)-ureido]-5-<1 -methyl-1 H-tetrazole-5- 

sulfonyl)-thiazol-4-ylmethyll-methanesulfonamide 

W-[2-[3-(2-Cydopentanecarbonyl-phenyl)-ureido]-5-(1 -methyl-1 W-tetrazole-5-sulfonyl)-thiazol- 

4- ylmethyl]-methanesulfonamide 
W-[2-[3-(4-Chloro-2-cydopentanecarb^^ 

20 sulfonylHhiazol-4-ylmethyl]-methanesulfonamide 
N-[2-[3-(2-Cydopentanecarbonyl-4-flu^ 
sulfonyl)-thiazol-4-ylmethyl]-methanesulfonamide 
N-[2-[3-(2-Cydopentanecarbonyl-4-t^^ 

5- sulfonyl)-thiazol-4-ylmethyl]-methanesulfonamide 

25 A^[2-[3-(2-Cydopentanecartx>nyl^ H-tetrazole-5- 

sulfonyl)-thiazol-4-ylmethyI]-methanesulfonamide 

A/-[2-[3-(2-Cydopentanerarbonyl-4-d^^ 

5-sulfonyl)-thiazol-4-ylmethyl]-methanesulfonamide 

W-[2-[3-(2-Cydopentanecarbonyl^moiph 
30 5-sutfonyl)-thiazol-4-ylmethyl]-methanesutfonamide 

A/-[2-[3-(3-Cydopentanecarbonyl-pyridin^y0^^ 

thiazol-4~ylmethyl]-methanesuIfonamide 

A/-[2-[3-(4-Cydopentanecarbonyl-pyridin-3-yl)-ureido]-5-(1 -methyl-1 H-tetrazole-5-sulfonyl)- 
thiazol-4-ylmethyl]-methanesulfonamide 
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/V-[2-[3^3-Ctyd0^ 

thiazoM-ylmethyl]-methanesuIfonamide 

W-[243K2-Cydopentanecarbonyl-4^ethy!-ph 

4-yImethyq-methanesulfonamide 
5 AK2-[3^2<^dopentanecarbonyl-phenyl)-ureido]-5-(1H4etrazo 

ylmethyO-methanesulfonamide 

/V-[2-[3-(4^h!oro-2^dopen^ 

4-ylmethyQ-methanesulfonamide 

/V-[2-[3^2-(tydopentanecato 
10 4-ylmethyO-methanesulfonamide 

A/-[2-[3^2-Cydopentanecarbonyl^^ 

sulfonyl)-thiazol-4-ylmethyl]-methanesutfonamide 

/V-[2^3-(2-Cydopentanecarbonyl^metho 

thiazol-4-ylmethyO-methanesulfonamide 
1 5 N-[2^3-(2-Cydopentanec»rbonyl^ 

sulfonyl)-thiazol-4-ylmethyl]-methanesulfonamide 

/V-[2^3K2-CydopentanecarbonyWH7iorp^ 

sulfonyl)-thiazol-4-ylmethyl]-methanesulfonamide 

N42-[3^3^ydopentanec»rbonyl-py^ 
20 yimethylj-methanesulfonamide 

A^[2-[3-(4-Cyclopentanecaitonyl-p^^^ 

ylmethyq-methanesutfonamide 

N-[243^3-Cydopentanecarbonyl-pyridto^^ 

ylmethyl]-methanesulfonamide 

25 

N^-cydopentanecartwnyl-phenylJ-N-thiazol^-yl-oxalamide 
N-(5^romo-thiazol-2-yl^ 

N-(5^hioro-thiazol-2-ylVN , -(2-cydopentane(»rbonyl-phenyl)^xalamide 
4;N-(2^dopentanerarbonyl-phenyl)-N , -(5-methylsutfanyl-thiazol-2-yl)K>xalamide 
30 N-(2^dopentanecarbonyl-phenyl)-NX5-m 
N-(2^dopentanecarbonyl-phenyl)-N4^ 
N-(2^dopentanecarbonyl-phenyl)-N45-(^ 

{5-bromo-2-[(2Kydopentanecarbonyl-phen^ add 
{5-chloro-2-[(2-cydopentanecarbonyl-pte^ add 
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{2-[(2^dopentanecartK>nykphe^^ 
acid 

{2-[(2Kydopentanecarbonyl-phenylaminooxalyl)-amino]-5-methanesulfon 
acetic acid 

5 [2-[(2^dopentanecaitonyl-phenylaminooxalyl)-amino]-5-(pyridi 
acetic add 

[2-[(2KydopentanerarbonyI-phenytamin^ 
4-yI]-acetic add 

N-(2H^dopentanecarbonyl«phenyl^^ 
10 oxalamide 

N-[54>romo4Knrethanesufo^ 
phenyl)-oxalamide 

N-[5-chloix>^(methanesulfonylamm^ 
phenyt)-oxalamide 

15 N-(2Kydopentanecarbonyl-phenyl)-N , -[4-(methanesulfonylamino-me^ 
thiazol-2-yl]-oxalamide 

N^2^dopentanecarbonyl-phenyl)-N45-methanesulfonyl^(methanesulfon 
thiazol-2-yl]-oxalamide 

N^2Kydopentanerarbonyl-phenyl)-N44-(meto^ 
20 ylsulfanylHhiazol-2-yq-oxalamide 

N-(2K^dopentanerarbonyl-phenyl)-hr-t5-(1H-imidazol-2-ylsulfanyl)-4- 

(methanesulfonylamino-methylHhiazol-2-yl]oxalamide 

N-(2-cydopentanecarbonyl-phenyl)-N , -thiazol-2-yl-maIonamide 

N-(5-bromo-thiazol-2-yl)-N , -(2-cydopentanecarbonyl-phenyl)-maloriamide 
25 N-(5^hloro-thiazoi-2-yl)-N42-cydopente^ 

N-(2<ydopentanecarbonyli>henyl)-NX5-^^ 

N-(2-cydopentanecarbonyl-phenyl)-NX5-meto^ 

N-(2-cydopentanerarbonyl-phenyl)-N45-(p^^ 

N-(2Kyclopentanerarbonyl-phenyl)^^ 
30 {2-[2-(2-cyclopentanecarbonyl-phenylrarbam^^^ 

{5-bromo-242-(2-cyclopentanerarbony^ 

add 

{5-chloro-2-[2^2-cydopentanera^ 
acid 
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{2-[2^2K7dopentanecarbonyl-phenylcarbamoyl)-ac»tyIamino]-5-meth^ 
acetic acid 

{2-[2-(2^dopentanerarbonyl^henylrarbam 
yi}-acetic acid 

5 [2^2^2-tydopentanecarbonyl-phenylcarbamoy^ 
4-yl]-acetic acid 

[242-(2<ydopentanecarbonyl-phenylcart^ 

thiazol-4-yf]-acetic add 

N-(2^dopentanecaifconyl-phenyl)-N44-^ 
10 malonamide 

N-[5-bromo^(methanesulfony!aminc^ 

phenyl)-malonamide 

N-[5-chloro^methanesutfonylamin^ 

phenyl)-malonamide 
15 N-(2Kydopentanerarfconyl-phenyO 

thiazol-2-yQ-malonamide 

N-(2Kydopentanecart>onyl-phenyl)-^ 

thiazol-2-yl]-maIonamide 

N-(2^c!opentanecarbonyl-phenyl)-N t -[4^methanesulfonylamino-meth 

20 y!sulfanyl)-thiazol-2-yl]-malonamide 

N-(2^clopentanerarbonyl-phenyl)-N , -[5-(1H-imidazol-2-ylsulfanyl)-4- 
(methanesulfonylamino-methyl)-thiazo!-2-yI]-malonamide 
N-(2-isobutoxy-phenyl)-N , -th!a2ol-2-yl-oxalamide 
N-(5-bromo-thiazol-2-yl)-N-(2-isobutoxy-phenyl)-oxalamide 

25 N-tS-diloro-thiazol^-ylJ-N'^-isobutoxy-phenylJ-oxalamide 

N-(2-isobutoxy-phenyl)-NX5-rnethylsulfanyl-thiazol-2-yl)-oxalamide 
N-(2-isobutoxy-phenyl>-N , ^5-rnethanesulfonyI-thiazol-2-yl)-oxalamide 
N-(2-isobutoxy-phenyl)-N45-(pyridin-2-ylsulfanyl)-thiazol-2-yQK)xa!amide 
N-[5K1H-imidazol-2-ylsulfanyl)-thiazo^ 

30 {2-[(2-isobutoxy-phenyIaminooxalyl)-amino]-thiazol-4-yl}-aceticadd 

{5-bromo-2-[(2-isobutoxy-phenylaminoo^ acid 
{5-chloro-2-[(2-isobutoxy-phenylaminooxalyl)-amino]-thiazoM-yl^ac»tic add 
{2-[(2HSobutoxy-phenylaminooxalyl^^ add 
{2^(2-isobutoxy-phenylaminooxalyl)-am acid 

35 [2-[(2-isobutoxy-phenylaminooxalyl)-amino^^ 
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{5^1 H-imidazol-2-yteulfanyl^^^ 
acid 

N-(2-isobutoxy-phenyI)-N44-(methanesu^^ 
N-[5-bromo4-(methanesulfonytamincHTre^ 
5 N-[5^loro^methanesulfonylamino-meto^ 

N-(2-lsobutoxy-phenyl)-N , -[4-(methanesulfonyiamino-methyl)-5-m 
oxalamide 

N-(2-isobutoxy-phenyl)-N45-methanes^ 
oxalamide 
10 N-(2HSobutoxy-phenyl)-N44^ 
2-yt]-oxalamide 

^5-(1H-imidazol-2-yIsulfanyl)^(m^ 
isobutoxy-phenyl)-oxalamide 
N-(2HSobutoxy-phenyl)-N , -thiazo!-2-yl-malonamide 
1 5 N-(5-brom<>thia2ol-2-yl)-N , -(2Hsobutoxy-phenyl)-malonamide 
N-(5^htora-thia^ol-2-yl)-N , -(2-isobutoxy-phenyl)-malonamide 
N-(2-isobutoxy-phenyl)-N45-methylsulfanyl-thiazol-2-yl)-malonamide 
N-(2-isobutoxy-pheny!)-N-(5-methanesulfonyl-thiazol-2-yl)-malonamide 
N-(2-isobutoxy-phenyl)-N-[5-(pyridin-2-ylsulfanyl)-thiazol-2-yn-malonam 

20 N-[5-(1H-imidazol-2-yIsulfanylHW^^ 

{2-[2-(2-isobutoxy-pheny!c3rbamoyl)-acetylamino]-thiazol"4-yl}-acetic acid 
{5-bromo-2-[2-(2-isobutoxy-phenylrarbamoyl)-ace acid 
{5^loro-2-[2-(2Hsobutoxy-phenylra*amoyl)-ac»tylamino]4hiazo acid 
{2-[2-(2-isobutoxy-phenylrarbamoyl)-ac«tylam acid 

25 {2-[2-(2-isobutoxy-phenylrarbamoyl)-ac»tylamino]-5-methanesutfonyl-t^ 
[242-(2-isobutoxy-phenylcaitamoyl)-acetylamino]-5-(pyridin-2-ylsulfan 
acid 

{5-(1 H-imidazol-2-ylsulfanyl)-2^ 
acetic acid 
30 N-(2-isobutoxy-phenyl)-N-[4-(m^ 

N-[54>romo^-(methanesulfony!amin^^ 
malonamide 

N-[5^hloro^methanesulfonylamino-me^^^ 
malonamide 
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N-(2-isobutoxy-phenyl^N44^^ 
malonamide 

N^^sobirtoxy-phenylJ-N'-JS^e 
malonamide 
5 N-(2-isobutoxy-pheny!)-N44^metta^ 
2-yl]-malonamide 

N-[5-(1H-imidazol-2-ylsulfanyl)^(meta^ 
isobutoxy-phenyl)-maIonamide 

N-[2-(2H7iethoxy-phenoxy)-phenyl]-N , -thiazol-2-yk>xalamide 
1 0 N^5^romo-thiazol-2-yl)^42-(2-methoxy-phenoxy)-phenynK)xalamide 
N-(5^loix>-thiazol-2-yl)-N , -[2-(2-methoxy-phenoxy)-phenyl]-oxalamide 
N-[2-(2-methoxy-phenoxy)-phenyl]-N , -(5-methylsulfanyt-thiazol-2-yl)K)xalam^ 
N-(5-methanesulfonyl4hiazol-2-yl)-N42K2-methoxy-phenoxyVphenyll-oxalamide 
N-[2^2-methoxy-phenoxy)-pheny^^ 
1 5 N-[5-(1 H-imidazol-2-ylsulfanylHhiazol-2-yI]-N , -[2-(2-methoxy-phenoxy)-phenyO^)calamide 
(2-fl2-{2-methoxy-phenoxy)-phenylaminooxalyl]-amino}-thiazol-4-yl)-acetic acid 
(5-bromo-2-{[2-(2-methoxyi3henoxy)-pheny^ acid 
(5^loro-2^[2-(2-methoxy-phenoxy)-phen^ acid 
(2^[2-(2-methoxy-phenoxy)-phenyte^ 
20 acid 

(5-methanesulfonyl-2-{[2-(2-metho:ty-phenoxy^ 
acetic acid 

[2^[2-(2-methoxy-phenoxy)-phenylamm^ 
acetic acid 

25 {5-(1H-imidazol-2-ylsulfanyl)-2^[2-(2-me 
4-yl)-acetic acid 

N-[4-(methanesulfonylamin<>methyl)4W^ 
oxalamide 

N-[5-bromo^-(methanesulfonylamino^ 
30 phenylj-oxalamide 

N-[5-chloro^-(methanesulfonylamino-methylHhiazol-2-yQ-N , -t2-(2-methoxy-phenoxy)- 
phenylj-oxalamide 

N-[4-(methanesu!fonylamino-methyl)-5^ 
phenoxy)-phenyl]-oxalamide 
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N-[5nrnethanesulfonyl^ 
phenoxy)-phenyl]-oxalamide 
N-[4Kmethanesulfonylamino-methyl)-^ 
phenoxy)-phenyl]-oxalamide 
5 N-[5^1H-imidazol-2-yisulfanyl)^ 
methoxy-phenoxy)-phenyl]-oxalamide 
N^2^2-methoxy-phenoxy)-phenyQ-N , -thia2ol-2-yI-malonamide 
N^5-bromo-thiazol-2-yl)-N42-(2-^^ 

N-(5K*loro-thiazol-2-yl)-N , -[2-(2-methoxy-phenoxy)-phenyn-malon 
10 N-[2^2^ethoxy-phenoxy)-phenyH-NH^ 
N^5^TlethanesulfonyMhiazo^2-yl)-N4^ 
N-[2-(2-methoxy-phenoxy)-pheny0-N45^ 
N^5-(1H-imidazol-2-ylsulfany1)-th^ 

(2^242-(2-methoxyiDhenoxy)-phenylrarbam acid 
15 (5-bromo-2^2-[2-(2-methoxy«pheno^ 
acid 

(5K*loro-2-{2-[2-(2-methoxy-phenoxy)-phenylra 
acid 

(2^2-[2-(2-methoxy-phenoxy)-phenylra 
20 acetic acid 

(5^ethanesulfonyi-242-[2-(2-meto 
yl)-acetic acid 

[2^2-[2-(2-methoxy-phenoxy)-phenylcarbamoy^ 
4-yl]-acetic acid 

25 (5-(1 H-imidazol-2-ylsulf anyl)-242-[2-(2^ethoxy-phenoxy)-phenyIcarbamoyl]-acetylamino>- 
thiazol-4-yl)-acetic acid 

N[4-(methanesulfonylamin<>methylHhiazol-2-yO-N , -[2-(2-methoxy-phen 
malonamide 

N-[5-bromo-4-(methanesulfonylamino^^^ 
30 phenylj-malonamide 

N-[5-chlorcM-(methanesulfonylamin^^ 
phenylj-maionamide 

N4Mmethanesulfonylamino-methyl)-5^e^^ 
phenoxy)-phenyl]-malonamide 
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N-[5rothanesulfonyl^methan^ 
phenoxy)-phenyl]-malonamide 
N-[4^methanesulfonylamino-methyl^ 
phenoxy)-phenyJ]-malonamide 
5 N-[5^1H-imidazol-2-ylsulfanyl)^(m^ 
methoxy-phenoxyH>henyO-malonamide 
N-(2Kydopentanerarbonyl^meth^ 
N-(54>ron^thiazol-2-yl)-NX2^dopentanecar^ 
N-(5-chloro4hiazol-2-yl)-NX2Kydo 
1 0 N-(2-cydopentanerarbonyW-^ 

N-(2-cydopentanecart>onyl^methyl-phenyl)-N , -(5-methanesufe 

N-(2-cydopentanecarbonyl^methyl-pheny^ 

oxalamide 

N-(2Kydopentanecarbonyl^mefo^ 
1 5 oxalamide 

{2-[(2^dopentanecarbonyl^methyl-phenylamm add 

{5-brorro-2-[(2^dopentanerarbony^ 

acetic add 

{5<hloro-2-[(2K^dopentanecarbonyM-methyL^ 
20 add 

{2-[(2^clopentanerarbonyM-methyI-phenylamin^ 
yl}-acetic add 

{24(2KydopentanerarbonyM-me%I-phenylaminoo 
4-yl}-acetic add 
25 [2HX2^dopentanecarbonyM-methyl-phenylami^^ 
thiazol-4-yI]-acetic acid 

[2-[(2^dopentanerarbonyl^methyl-phenylaminooxalyl)-amino]-5-(1H-imi 
y!sulfanyl)-thiazol-4-yl]-acetic acid 
N-{2-<ydopentanerarbonyM-methy1-pheny^ 
30 yl] -oxalamide 

N-[5-bromcnHmethanesulfonylamino-met^ 
methyl-phenyI)-oxalamide 
N-[5^loro^(methanesulfony!amin^ 
methyl-phenyl)-oxaIamide 
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N-(2Kyclopentanecarbonyl^meth^ 
methylsulfanyl-thiazol-2-yQ-oxalamide 

N-(2^clopentanecarbonyl^methyl-phenyl)-N-t5-methanesulfonyl-4- 

(methanesulfonylamino-methyl)-thiazol-2-yl]-oxalamide 
5 N-(2^dopentanecarbonyl^methyl^h^ 

(pyridin-2-ylsulfanyl)-thia20l-2-yI]-oxalamide 

N-(2^dopentanecarbonyl-4^eth^^ 

(methanesulfonylamino-methyl)-thia2K)l-2-yO-oxaiamide 

N-(2^dopentanecarbonyl-4nrra 
10 N-(5-brorm>-thiazot-2-yl)^ 

N-(5^loro4hiazol-2-yl)-NX2^dope^ 

N-(2^dopentanecarbonyM-methyI-ph^ 

N-(2-<^dopentanecarbonyl^methyl-p^^^ 

N-(2-(ydopentanecaitonyW-methyl-phe^ 
15 malonamide 

N-(2^dopentanecart>onyl^methy^ 

malonamide 

{242-(2^dopentanecai*onyM-methyl-phe^^ 
add 

20 {5-bromc>2-[2-(2Kydopentanerarbony^ 
yl>acetic add 

{5^loro-2-[2^2-cyclopentanecar^ 
yl}-acetic acid 

{2-[2-(2-cydopentanecarbonyl^methyl-ph^^ 
25 thiazol-4-yl}-acetic add 

{2-[2-(2-cydopentanerarbonyl^methyli)hen^^ 
thiazol-4-yl}-acetic add 

[2-[2-(2<ydopentanecarbonyW-methyl-phenyIra 
ylsu!fanyl)-thiazol-4-yl]-acetic add 
30 [2-[2^2^dopentanecart>onyM-methyl^ 
ylsulfanylHhiazol-4-yl]-acetic add 
N-(2-cydopentanecart>ony!^methyl-pte^ 
yl]-malonamide 

N-[5-bromo^(methanesulfonylamin^^ 
35 methyl-phenyl)-malonamide 
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N{5K*loro^methanesutfo^ 
methyl-phenylj-malonamide 
165;165;N^2^dopentanerarbonyI^mem^^ 
5-methylsutfanyl-thiazol-2-yl]-malonamide 
5 N-(2Kydopentanecarbonyl-4^ethyl-pte^ 

(methanesulfonylamino-methyl)-thia2ol-2-y0-malonamide 
N-(2Hydopentanecarbonyl-4^ethyl-phenyl)-N-[4^methanesufo 
(pyridin-2-yIsu!fanyl)-thiazol-2-yO-malonamide 
N-(2-cydopentanerarbonyl-4^ethyt^ 
1 0 (methanesulfonylamino-methyl)-thiazol-2-yQ-malonamide 
N-(2-isobutoxy^-methyl-phenyI)-N , -thiazol-2-yl-oxalamide 
N-(5-bromo4hiazol-2-yl)-NH2-isobu^ 

N^5<hloro-thiazol-2-yl)-N42HSobutoxy^methyl-phenyl)K>xalamide 
N-(2HSobirtoxy^-methyl-pheny^ 
15 N-(2-isobutoxy^-methyl-phenyl)-NX5-meto^ 

N-(2HS0butoxy^-methyl-phenyl)-N45-(pyridin-2-ytsulfanyl)-thia^^ 
N-[5-(1H-imidazol-2-ylsulfanyl)4hia^^ 

2-[(2-isobutoxy^-methyl-phenyla^ add 
5-bromo-24(2-isobutoxy^-methyl-phenylaminooxaty^ add 
20 5^loro-2-[(2-isobutoxy^HTiethyl-phenylam 

{2-[(2-isobutoxy^methyl-phenylaminooxaly!)-amino]-5-methylsulfanyWhiazoM 
add 

{2-[(2-isobutoxy^methyl-phenylaminooxalyl)-amino]-5-methanesulfon 
add 

25 [2-[(2-isobutoxy^methyl-phenylaminooxalyl^^ 
acetic acid 

{5-(1H-imidazol-2-ylsulfanyl)-2-[(2-isobuto^ 
yl}-acetic add 

N-(2-isobutoxy^methyt-phenyl)-N44-(meth^ 
30 oxatamide 

N-[5-bromo^(methanesulfonyte^ 
oxatamide 

N-[5^loro^(methanesulfonylamino-me^ 
oxatamide 
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N-(2-isobutoxy^-ra^ 
thiazol-2-yl]-oxalamide 

NK2«isobutoxy4^thyli)henyl)-NH^ 
thiazol-2-y0<>xalamide 
5 ^2-isobutoxy^methyt^henyl)-N44-(m^ 
ylsulfanyl)-thiazol-2-yl]-oxalamid8 

^5^1H-imidazol-2-ylsulfanylM^ 

isobutoxy-4-methyl-phenyl)-oxalamide 

hH2^sobutoxy-4^ethyl-phenyl)-N-thiazol-2-yl-malonami^ 
1 0 N^5-bromo-thiazd-2-y!)-N4^^ 

N^5<htoro-thiazol-2-yl)-NX2HSobutoxy^methyl-phenyl)-malona 

N^2-isobutoxy^methyl-phenyl)-NX5-me%fe^ 

N-(2HSobutoxy^methyl-phenyl)-^ 

N-(2HSObutoxy^-methyl-ph 
1 5 N-[5-(1 H-imidazol-2-ylsu!fanylHhiazo!-2-yO-^ 

{2-[2-(2Hsobutoxy^-methyl-phe^ acid 

{5-bromo-2^2-(2nsobutoxy^Hnfiethyl-phenylcarbamoyl)-acetylam^ acid 

{5-cMoro-2-[2^2-isobutoxy^HTieth^ acid 

{2-[2-(2-isobutoxy^-me%l-phenylra^ 
20 acetic acid 

{2-[2-(2H$obutoxy^-methyl-phenylc^ 

acetic acid 

[2-[2-(2-isobutoxy^me%l-phenylcarbamoyl^ 
yl]-acetic add 
25 {5-(1H-imWazol-2-ylsulfanyl)^^ 
thiazol-4-yl}-acetic acid 
N-(2-isobutoxy^methyl-phenyl)^^ 
malonamide 

N-[5^romo^methanesulfonylamino-meth^ 
30 malonamide 

N-[5H*loro^(methanesulfony^^ 
malonamide 

N-(2-isobutoxy^-methyl-phenyIVN4^ 
thiazol-2-yQ-malonamide 
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N-(2-isobutoxy^methyl-phenyl)^^ 

thiazo!-2-y0-malonamide 

N-(2-isobutoxy^methyl-phenyl^^ 

ylsulfanyl)-thiazol-2-y0-malonamide 
5 N-[5^1H-imidazol-2-ylsuifanyl^ 

isobutoxy-4-methyl-phenyl)-malonamide 

N-[2^2^ethoxy-phenoxy)^methyl-pte^ 

N-(5-bromo-thiazol-2-yl)-N42-(2^^ 

N-(5K*loro4hiazol-2-yl)-N42K^^ 
1 0 N-[N-(5-methan6Sulfony!-thiazol-N-[N-[5-{1 H-imidazol-((5-bromo-(5-chloro-((5- 

methanesulfonyH(5-(1H-imidazom^^ 

(methanesulfonylaminchmethy^^ 

N-[4-(methanesulfonylamino-meth^ 

(methanesulfonylamino-meto^ 
1 5 (1 HHmidazol-N-[N-(5-brom<^ 

[N-[5-(1 H-imidazol-((5-bromo-(5^loro-((5^riethanesulfonyl-[(5-(1 H-imidazol-N-[4- 

(methanesulfonylamincHiiethylHW^ 

thiazol-N-[5-chloro^(mett^ 

methyl)-5-methylsuifanyl-thi^ 
20 thiazol-N-[4-(methanesulfonylamin^ 

thiazol-N-(5-chloro-thiazol-N-(N^^ 

(methanesulfonylamino-methyO 

N-(N-(N-(N-(N-(N-(5-brom^ 

(N-[5-bromcMKmethanesulfonylam 
25 methylHWazol-N-(N^N-(N-(^ 

(4-fluorch2-isobutoxy-phenyl^ 

N-(44Iuoro-2-isobutoxy-phenyl^ 

N-(4-fluoi^2-isobutoxy-phenyl)^ 

{2-[(4-f!uor<>2-isobutoxy-phenylam^^^ acid 
30 {5-bromch2-[(4-fluoro-2-isobutoxy-pte^ 

{5K^loro-2-[(4-fluor<>2-isobutoxy-phenylaminooxalyl)-amino]-thiaz acid 
{2-[(4-fluoro-2-isobutoxy-phenylaminooxalyl)-amino]-5-methylsulfanyl-th acid 
{2-[(4-fluorch2-isobutoxy-pheny^ 
acid 
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[24(4-fluoro-2-isobutoxy-pheny!am^ 
acetic acid 

[2-[(4-fluoi^2-isobutoxy-phe^ 
acetic acid 
5 N-(4-fluoro-2-isobutoxy-phen^ 
N45-bronrw>4^methanesulfonylam 
oxalamide 

N-[5K*loro^(methanesulfonylamm^ 
oxalamide 

1 0 N^4-fluoro-2nsobutoxy-pheny1>^ 

thiazol-2-yl]-oxalamide 

N-(4-fluoro-2-isobutoxy-pheny^^ 

thiazol-2-yl]-oxalamide 

N-(4-fluoro-2-isobutoxy-phenyl)-^^ 
1 5 thiazo!-2-yi]-oxaIamide 

N-(4-fluoro-2-isobutoxy-phenyl)-N4^ 

methyl)-thiazol-2-yl]-oxalamide 

N^-fluor^-isobutoxy-phenylJ-N'-thiazol^-yl-malonamide 

N-(54)romo-thiazol-2-yl)-NX44luo^ 
20 N^S-t^loro-thiazol^-yO-N'-C^fluor^-isobutoxy-phenyiJ-malonamide 

N-(4-fluoro-2-isobutoxy-phenyl)-N45^^ 

N-(4-fluoro-2-isobutoxy-phenyl)-N'-(^ 

N-(44Iuoro-2-isobutoxy-phenyl)-N45^ 

N-(4-fluoro-2-isobutoxy-phenyl>^^ 
25 {2-[2-(4-fluorcH2-isobutoxy-phenylcato 

{5-bromo-2-[2-(4-fluoro-2-isobuto>^ acid 

{5^loro-2-[2-(4-fluoro-2-isobutoxy-pheny^ acid 

{2-[2-(4-fluoro-2-isobutoxy-phenylcaifcam 

acetic add 

30 {2-[2-(441uoro-2-isobutoxy-phenylcarbam 
acetic acid 

[2-[2-(44luoro-2-isobutoxy-phenylcato 
yl]-acetic add 

[2-[2-(4-fluoro-2-isobutoxy-phenylrart>am 
35 thiazol-4-yl]-acetic acid 
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N-(4-fluoro-2-isobutoxyi>henyl)-N , -[4-(methanesulfonylami 
malonamide 

N-[5-bromo^methanesulfony^^ 
malonamide 

5 N-[5K^loro^(m6thanesulfonylamino-methyl)-thiazol-2-yQ-N44-fluo 
malonamide 

N-(4-fluoro-2-isobutoxy-phenylV^^ 
thiazol-2-yl]-malonamide 
N-(4-fluoro-2-isobutoxy-phenyl)-N4^ 
10 thiazol-2-yl]-malonamide 

N-(4-fluoro-2-isobutoxy-phenyl)-N444^^ 
thiazol-2-yl]-malonamide 

N-(4-fluoro-2-isobutoxy-phenyl)-N4^^ 

methylMhiazol-2-yO-malonamide 
15 N-[4-fluoi^2^2-methoxy-phenoxy)-phenyl]-N , -thiazol-2-yl-oxalamide 

N-(5-bromo-thiazol-2-yl)-N44-fluoro-2-(2-methoxy-phenoxy)H3henyl]-oxalamide 

N-(5-chloro4hiazol-2-yl)-N44-fluoro-2^ 

N-[4-fluoro-2-(2-methoxy-phenoxy)^hen^ 

N-[4-fluoro-2-(2-methoxy-phenoxyV^ 
20 N^4-fluoro-2-(2-methoxy-phenoxy)-phenyl]^^ 

N44-fluorch2-(2H7iethoxy-phenoxy)-phenyn^^ 

oxalamide 

(2^[4-fluoro-2^2-metho>cy-phenoxy)^ acid 
(5-bromch24[4-fluoro-2^2HTiethoxy-phenoxy^ 
25 acid 

(5-chlorcH24[4-fluoro-2-(2-methoxy-pte^ 
acid 

(24[4-fluoro-2-(2-methoxy-phenoxy)-phenyte^ 
yl)-acetic acid 
30 (2^[4-fluoro-2-(2-methoxy-phenoxy)-pheny^ 
yl)-acetic acid 

[2^[4-fluoro-2-(2-methoxy-phenoxy)-phenyIaminoo^^^ 
thiazol-4-yt]-acetic acid 

[24[4-fluoro-2-(2-methoxy-phenoxy)-phenyiami^ 
35 thiazol-4-yl]-acetic acid 
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N-[4-fluorc>-2-(2^etho 
yG-oxalamide 

N-[5^romo^(methanesulfonylamin^^ 

phenoxy)-phenyI]-oxalarnide 
5 N-l5K*loro^(methanesulfonyla^ 

phenoxy)-phenyO-oxalamide 

N-[4-fluoro-2-(2-methoxy-phenoxy^ 

methylsulfanyl-thiazoI-2-yl]-oxalannide 

N-[4-fluoro-2-(2-methoxy-phen^ 
1 0 methylHhiazol-2-ylJ-oxalamide 

N44-fluoro-2-(2-methoxy-phenoxy^ 

2-ylsulfanyl)-thiazol-2»yQ-oxa!amide 

N-[4-fluoro-2-(2-methoxy-pheno>^ 

(methanesulfonylamino-methyi)-thia2o!-2-yl]-oxalamide 
15 N-[4-fIuor<>2-(2-methoxy-phenoxy^^ 

N-(5^romo-thiazo!-2-yl)-N44-fI^^ 

N-(5-chloro-thiazol-2-yl)-N4^ 

N-[4-fluoro-2-(2-methoxy-phera^ 

N-[4-fiuoro-2-(2-methoxy-phenoxy)-pte^^ 
20 N-[4-fluorch2-(2-methoxy-phenoxy)^ 

malonamide 

N-[4-fluoro-2-(2-methoxy-p^ 
malonamide 

(2^2-[4-fluor<>2-(2^ethoxy-phenoxy)-phenylcaitamoyl]-acetylaminoH^ 
25 acid 

(5-bromo-242-[4-fluoro-2-(2HT^ 
acetic acid 

(5-chloro-242-[4-fluoro-2-(2-me 
acetic acid 

30 (242-[4-fluoro-2-(2^ethoxy-phenoxy)-phen^ 

thiazol-4-yl)-acetic acid 

(2-{2-[4-fluoro-2-(2-methoxy-pheno 

thiazol-4-yl)-acetic add 

[2^2-[4-fluoro-2-(2-methoxy-phenoxy)^^^ 
35 yl$ulfanylHhiazol-4-yl]-acetic add 
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[2^4^uoro-2-(2^ethoxy-phenoxy)-pte^ 

ylsulfanyl)-thiazol-4-yl]-acetic acid 

N-[4-fluoro-2-(2Hrriemoxy-phenoxy^^ 

yl]-malonamide 
5 N-[5^ronrK>^methanesulfo^^ 

phenoxy)-phenyl]-malonamide 

N-[5K*loro^(methanesulfonytamm^ 

phenoxy)-phenyl]-malonamide 

N^4-fluoro-2-(2-methoxyi)henoxy)-pheny^ 
1 0 methylsulfanyl-thiazol-2-yll-malonamide 

N-[4-fluoro-2-(2-methoxy-phenoxy)-phe^ 

methyl)-thiazol-2-yg-malonamide 

N-[4-fluoro-2^2-methoxy-pte^ 

2-ylsutfanyl)-thiazol-2-y0-malonamide 
1 5 N-[4-fluoro-2-(2-methoxy-phenoxy)-pheny0-N , -[5-(1 H-imidazol-2-ylsutfanyl)-4- 

(methanesulfonylamino-methyl)-thiazol-2-yl]-maIonamide 

N-(2KydopentaneCTrbonyl^methoxy-phenyl)-N , -thiazol-2-yl-oxalamide 

N-(5-bromo-thiazol-2-yl)-N42^dopentaneca^ 

N-(5-c*loro4hiazol-2-yl)-N42-cydopert^ 
20 N-(2^dopentanecaifconyl-4HT^ 

N-(2Kydopentanecart>onyl^methoxy-phenyO 

N-(2^dopentanecarbonyl^methoxy-phenyl)-N , -[5-(pyridin-2-ylsulfan^ 
oxalamide 

N-(2^dopentanerarbonyM-methoxy^^ 
25 oxalamide 

{2-[(2^clopentanecarbonyl^methoxy-phenylamm^ add 

{5-bromo-2-[(2^clopentanerarbonyl^^ 

acetic add 

{5-chiorch2-[(2-cydopentanecarbonyl^metto 
30 acetic add 

{2-[(2^clopentanecarbonyl^methoxy-phe^ 
4-yI}-acetic acid 

{2-[(2-cydopentanecarbonyM-methoxy^ 
thiazol-4-yl}-acetic acid 
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[2-[(2«cydopentanecaito^ 
thiazol-4-ylJ-acetic acid 
[2-[(2^^opentanecarbonyl^methoxy-p^ 
ylsulfanyl)-thiazol-4-yl]-acetic acid 
5 N-(2Kyctopentanecarbonyl^metto 
2-yl]-oxalamide 

N^5-bromo4-(methanesulfo^ 
methoxy-phenyl)-oxalamide 
N^5<Moro^(methanesulfonylam^ 
1 0 methoxy-phenyl)-oxalamide 
N-(2-cydopentanecarbonyl^^ 
methylsulfanyl4hiazol-2-yl]-oxalamide 

N-(2-(^dopentanecarbonyl^^ethoxy-phenyl)-N , -[5-methanesulfonyl^ 

(methanesutfonylamino-methylHhiazol-2-yll-oxalamide 
15 N-(2-<ydopentanerarbonyW-metho^^^ 

(methanesutfonylamincHTieth^ 

ylsulfanytM-(nr»ethanesulfonyIamin^ 

phenoxy)-phenyl]-malonamide 

1-(2-CydopentanecarbonyM-methy!-p^ 
20 1-(2-CydopentanecaitonyM-met^ 

1-(2-CydopentanecarbonyM^ethyl^ 

1-(2-CydopentanecarbonyW^e^^ 

yl]-urea 

1^5-(4-Acetyi-piperazin-1-ylme%^ 
25 phenyl)-urea 

1-(2-CydopentanecarbonyW-rrathyl-pte^ 
thiazoi-2-yQ-urea 

(4^243-(2-CtyclopentanerarbonyM-m^ 
yl)-acetic add 
30 2^243-(2<tydopentanerarbonyl^meth^ 
imidazole-4-carboxylic add 

1 -(2-Cydopentanecart>ony1-4-methyl-phenyl)-3-[5-(1 H-imidazol-2-ylsulfanylmethyl)-thiazol-2- 
yl]-urea 

1 -(2-Cyclopentanecarbonyl-4-methyl-phenyl)-3-[5-(1 -methyl-1 H-imidazol-2-ylsulfanylmethyl)- 
35 thiazol-2-yI]-urea 
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1-(2-tydopentanecartx)nyl^meth^ 
ylsulfanylmethyl)-thiazol-2-yl]-urea 
1-(2-Cydopentanecart>onyl-4-memyl-pte^^ 
thiazol-2-yl]-urea 
5 1-(2-tydopentanecarbonyl^^ 
thiazol-2-yl]-urea 

(5-{2K3-(2-Cy(topentanerarbonyl^^ 
tetfazoM-yl)-acetic add 

1 -(2-Cydopentanecarbonyl-4-methyl-phenyl)-3-{5-[1 -(2-dimethylamino-ethyl)-1 H-tetrazol-5- 
1 0 yIsulfanylmethyfl-thiazol-2-yl}-urea 

. (5-{2-[3-(2-Cydopentanecaitonyl-4-me^ 
tetrazoM -yl)-acetic add 

1 -(2-Cydopentanecarbonyi-4-methyl-phenyl)-3-{5-[1 -(2-dimethylamino-ethyl)-1 H-tetrazo!e-5- 
sulfony!methyl]-thiazol-2-yl}-urea 
1 5 1 -(2-Cydopentanecarbonyl-4-methyl-phenyl)-3-[5-(1 -methyl-1 H-tetrazo!e-5-sulfonylmethyl)- 
thiazol-2-yO-urea 

1-(2-CydopentanecarbonyM-methyl-pheny^ 
thiazol-2-yQ-urea 

1 -(2^ydopentanecarbonyl^methyl-phenyl)-3-[5-(4-methyl-4H-[1 , 2,4]triazoie-3- 
20 sulfonylmethyl)-thiazoI-2-yl]-urea 

1 -(2-CydopentanecarbonyI-4-methyl-phenyl)-3-[5-(1 -methyl-1 H-imidazole-2-sulfonylmethyl)- 
thiazoI-2-yIJ-urea 

1 -(2-(^dopentanecarbonyl-4-methyl-phenyl)-3-[5-(1 H-imidazole-2-sulfonylmethyl)-thiazol-2- 
yl]-urea 

25 1-(2-Cyclopentanerarbonyl-4-m^ 
urea 

1-(2-Cydopentanecarbonyl-4HTiethyt-pte^ 
urea 

1 -(2-Cydopentanecarbonyl^methyl^^ 
30 urea 

1-(2-CydopentanecarbonyM-methyl-phe^ 
urea 

1-(2-CyclopentanerarbonyM-methy!-pte^ 
urea 
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H2<^!opentanecarbonyl^ 
urea 

1 -(2-Cydopentanecarbonyl^ 
H2^dopentanecart>ony1^methyl-pheny!^3-[^^ 
5 1-(2^dopentanecarbonyl^methyH>he^ 
(4^2-[3^2^dopentanerarbonyl^^ 
acetic add 

(4^2-[3^2-Cydopentanecarbonyl-4Hro^ 
phenyl)-acetic add 
10 (4^2-[3^2-Cydopentanecarbonyl^ 
phenyl)-acetic acid 
3-(4^2^3-(2-tyclopentanerarto^ 
propionic acid 

3-(4^2-[3-(2-Cyclopentanecarbonyl^met^ 
1 5 phenyi)-propionic add 

3- (4^2^3-(2-tydopentanerarbonyl^methyl-pheny^ 
phenyl)-propionic add 
442-[3^2<tyclopentanecsrbonyl^me 

acid 

20 4^2-[3-(2^clopentanecarbonyMHTiethy^ 
benzoic add 

4- {2-[3~(2-CydopentanecarbonyM-meto^ add 
N^2-[3^2-Cydopentaneca*onyM-methyl-phen^ 

N^243^2-Cydopentanecarbonyl^methyl-phenyl)-ureido]-thiazol-5-ylmethyl}- 
25 methanesulfonamide 

1- (2-Cyclopentanecarbonyl^methyl-phenyl)-3-[5Kpyridin-2-ylaminom 
2^2-[3^2-Cyclopentanecarbonyl^methyl-phe^^ 
imidazole-4-carboxylic add 

2- (2^2-[3-(2<)ydopentanecarbonyMH7iethyl-pte^ 
30 imidazole-4-carboxylic add 

2-(242<3-(2-Cydopentanerarbony!^methyl-pheny^^ 
carboxylic add 

2-(2^2-[3-(2-CydopentaneraitonyM-methyl-phen 
imidazole-4-carboxylic add 
35 2-[3-(2-Cydopentanecarbonyl^me%l-phenyl)-ureido]-thiazoie-5-carboxylicad 
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2^3-(2^dopentanecarbonyl^meth^ acid amide 

243-(2-Cydopentanera*onyl^me^ acid 
methylamide 

({243-(2-Cydopentanecarbonyl^ 
5 add 

({2^3-(2^dopentanecarbonyl^methyl-phenyl^ 
methanesulfonyl-amino)-acetic add 
N^2-[3-(2-CydopentanecarbonyI^methyl-phe 
methanesulfonamide 

1 0 {2-[3-(2^dopentanerarbonyl^methy^^ acid 
2H2-[3^2-CtydopentanecartK>nyl^me%l^ 
2^243^2-tydopentanecarbonyMHTiethyl-phen 
(2^2-[3-(2^dopentanecart>onyl^methyl-pheny^^ 
add 

15 N-(2^2-[3-(2-Cydopentanerarbony^^ 
methanesulfonamide 

N-(2^243-(2-Cydopentanecarbonyl^methyl-pheny^ 
methanesulfonamide 

N-(2^2-[3^2<Iyclopentanerarbonyl^methyl-phenyO 
20 1-(2-CydopentanecaitK)nyl^methyI-phenyI)-^ 

1-(2-Cydopentaneraitonyl^methyl-phenyl)-3-(5-ureidomethyl-thiazol-2-yl)-urea 

1-(2-Cydopentanerarbonyl^methyl-phenyl^ 

thiazol-2-yl}-urea 

{2^3-(2^ydopentaneCTrbonyM-me%l-phenyl)-ureido]4hia^ol-5-ylmethyl}^rbami^ acid 2- 
25 dimethylamino-ethyl ester 

{2-[3-(2-CydopentanecaifconyM<nethyl-phenyl)-ura^ acid 
methyl ester 

(2^243-{2-tydopentanecarbonyMHTiethyl-ph acid 
methyl ester 

30 1-(2-Cydopentanecaitonyl^methyl-pheny^ 

1-(2-CydopentanecarbonyM-methyl-pheny!)-34^ 
[3-(2-{243-(2-CydopentanecarbonyW-methyl-phen^ 
acetic add 

1-(2-CyclopentanecarbonyM-methyl-^^ 
35 ethyl}-thiazol-2-yl)-urea 
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(2^2-[:H2-Cydopentanecarto^ acid 
2-dimethyiamino-ethyl ester 

1- (2-Cydopentanerarbonyl^methyl^ 

2- yl}-urea 

5 1-(2<tydopentanecarbon^ 
2-yI}-urea 

1- (2-Cydopentanecarbony1^methyl-phen^^ 
ethyf]-thiazol-2-yl}-urea 

1 -(2-Cyclopentanecarbonyl^-methyl-phenyl)-3-{5-[2-{1 -methyl-1 H-imidazole-2-sulfonyl)- 
10 ethyl]-thiazol-2-yl}-urea 

2- (2^243^2-(tydopentanecarbonyl^methy!-phe^ 
imidazole-4-carboxylic add 
6^243-(2-CtydopentanecarbonyM-methyl-phenyl^ 
nicotinic add 

15 6^2-[3-(2-CydopentanerarbonyM-^ 
nicotinic add 

2-(2^2-[3-(2-Cydopentanecart)ony1^methy^^ 
methyl-1 H-imidazole-4-carboxyIic acid 
[4-(2^2-[3-(2-CydopentanerarbonyW-m^ 
20 phenyl]-acetic acid 

[4-(2-{2-[3-(2-CyclopentanecaifconyM-meth^^ 
phenyQ-acetic add 

1-(2-CydopentanerarbonyM-methyl-phenyl^ 
urea 

25 1-(2-CydopentanerarbonyM-me%l-phen^ 
urea 

6-(2^2-[3-(2-CyclopentanecartonyM-methyl-pheny^ 
nicotinic acid 

6-(2^2-[3-(2-(tydopentanerarbonyl^ 
30 nicotinic add 

1-(2-Cyclopentanecarbonyl^methyl-phenyl)-3-(^^ 
urea 

1 -(2-Cydopentanecaitony W-methy^ 
urea 

35 4^2-[3-(2-tyclopentanerarbonyl^methyl-phenyl^^ 
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1-(2-lsobutoxy-4-methyl-phenyl^ 
1 -(2-lsobutoxy^methyl-phenyl)^ 
1-(5-Dimethyiaminomethyl-thia^ 

1 -(2-lsobutoxy-4-methyl-phenyl)-3-(5-piperazin-1 -ylmethyI-thiazol-2-yI)-urea 
5 1-(2-lsobutoxy-4-methyl-phenyl)-3-[5-(^^ 

1 -[5-(4-Acetyl-piperazin-1 -ylmethyl)-thiazol-2-y0-3^2-isobuto^ 

H2-!sobutoxy^-methyl-phen^^ 

urea 

(4^2-[3-(2-lsobutoxy-4-methyl-phenyl)-ure^^ acid 
1 0 2^2-[3-(2-lsobirtoxy^-methyl-phenyl^ H-imidazole-4- 
carboxylic acid 

1-[5-(1 H-!midazol-2-ylsulfanylmethyl)-thiazol^ 

1 -(2-lsobutoxy-4-methyl-phenyl)-3-[5-(1 -methyM H-imidazol-2-ylsuIfanylmethyl)-thiazol-2-yll- 
urea 

1 5 1 -(2-lsobutoxy-^methyl-phenyl)-3-l5-{4-methyl-4H-[1 , 2,4]triazol-3-ylsulfanylrnethyl)-thiazol-2- 
yl]-urea 

1 -(2-lsobutoxy-4-methyt-phenyl)-3-[5-(4H-[1 f 2,4]triazol-3-ylsulfanylmethyl)-thiazol-2-yl]-urea 
1 -(2-lsobutoxy-4-methyl-phenyl)-3-[5-{1 -methyl-1 H-tetrazol-5-ylsulfanylmethyl)-thiazol-2-yl]- 
urea 

20 (5^2-[3-(2-lsobutoxy-4-methyl-phen^ 
acid 

1-{5^H2-Dimethylamino^th^ 
methyl-phenyl)-urea 

(5-{2~[3-(2-lsobutoxy-4-methyl-phenyl)-ur^^^ 
25 acetic acid 

1 -{5-[1 -(2-Dimethylamino-ethyl)-1 H-tetrazole-5-sulfonyimethyl]-thiazol-2-yl}-3-(2HSobutoxy-4- 
methyl-phenyl)-urea 

1 -(2-lsobutoxy-4-methyl-phenyl)-3-[5-(1 -methyl-1 H-tetrazole-5-sulfonylmethyl)-thiazoi-2-yl]- 
urea 

30 1 -(2-!sobutoxy-4-methyl-phenyl)-3-l5-(4H-[1 , 2,4] triazole-3-sulfonylmethyl)-thiazol-2-yi]-urea 
1-(2-lsobutoxy^-methyl-phenyl)-3-[^ 
yl]-urea 

1 -(2-lsobutoxy^-methy!-phenyl)-3-[5-(1 -methyl-1 H-imidazole-2-sulfonylme%IMhiazoI-2-yl]- 
urea 

35 1-[5-(1H-lmidazole-2-sulfonylmethyl^ 
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1 -(2-lsobutoxy^methyl-phen^ 
1 -(2Msobirtoxy^methyl-phentf^ 
1-(2-lsobutoxy^methyl-phenyl)^ 
1-(2-lsobutoxy^-methyl-phenyi)-3-[^^ 
5 1-(2-lsobutoxy^methyH>henyl)-3-[5^^^ 
1-(2-lsobutoxy^-methyl-phenyl)-3-[^ 
1-(2-lsobutoxy^-methyi-phenyl)-3-[^ 
1-(2-lsobutoxy^methyl-phenyl)-3^ 

1-(2-lsobutoxy^methyl-phenyl)-3-[5-(pyridin-2-yloxymethyl)-thiaz 
1 0 (4^2-[3-(2-lsobutoxy^methy^ acid 

(4^2-[3^2-lsobutoxy^methyl-phenyl^ add 

(442-[3-(2-lsobutoxy^methyLphe^^ 

acid 

3-(4^2^3-(2-lsobutoxy^-methyl-phen^ acid 
15 3-(4^243-(2-Isobutoxy^-methy^^ 
add 

3- (4^2-[3-(2-lsobutoxy^-methyl-pheny^ 
propionic add 

4^2-[3-(2-lsobutoxy^methyl-phenyl)-ureido]-thiazol-5-ylmethylsulfanyl}-benzoic add 
20 442-[3-(2-lsobutoxy^-methyl-phenyl)-ure^ 

4- {2-[3-(2-lsobutoxy^-methyl-phenyl)-ureido]-thiazol-5-ylmethoxy}-ben2oic add 
N-{2-[3-(2-lsobutoxy^-methyL^^ 
N^2-[3-(2-lsobutoxy^-methyl-phenyl)-ure^^ 

1- (2-lsobutoxy^methyI-phenyl)-3-[5^pyri^^ 
25 2^2-[3-(2-lsobutoxy^methyl-pheny^ 

carboxylic acid 

2- (242^3-(2-Isobutoxy^-methyl-phenyl)-^ 
carboxylic add 

2-(2^243-(2-lsobutoxy^-methyl-phen^ acid 
30 2-(2^2^3-(2-lsobutoxy^-methyl-pheny0^^^ 
carboxylic acid 

2-[3-(2-lsobutoxy-4-methyl-phenyl)-ureido]-thiazole-5-cart)Oxylic add 
2-[3-(2-lsobutoxy-4-methyl-phenylVureido]-thiazoIe-5-carboxylic add amide 
2-[3-(2-lsobutoxy-4-methyl-phenyl)-ureido]-thiazole-5-carboxylic add methylamide 
35 ({243-(2-lsobutoxy^-methyl-pheny^ 
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({2H3^2-lsobutoxy^meth^ 
acetic acid 

N-{2-[3-(2-lsobutoxy-4-methyl-phe 

{2-[3-(2-lsobutoxy^methyl-phenyl)-ureido]-thia2ol-5-yI}-acetic acid 
5 2-{2^3-(2-lsobutoxy-4-methyt-pheny^^ 
2^2^3-(2-lsobutoxy-4-me%l-phenyt)-^ 

(2-{2-[3-(2-lsobutoxy-4-meth^^ acid 
N-(2^2^3K2-lsobutoxy^methyl^ 
N-(2^2-l3^2-lsobutoxy^methyl-pheny^^ 
10 N-(2^2-[3^2-lsobutoxy-4-methyl-phe^ 
1-(5-Guanidinomethyl-thiazol-2-yl)-3-(2-^ 
1-(2-lsobutoxy^methyl-phenyl)-3-(5-ureidomethyl-thiazol-2-yl)-urea 
H5-[3-(24)imethyiamino-ethyI)-^^^ 
urea 

1 5 {2-[3-(2-lsobutoxy^-methyl-phen^^ acid 2- 

dimethyiamino-ethyl ester 

{2-[3-(2-lsobutoxy^-methyl-phenyl^ acid methyl ester 

(2-{2-[3-(2-lsobutoxy-4-methyI-phenyl)-u^^^ acid methyl ester 

1-[5-(2-Guanidino-ethyl)-thiazol-2-yO-^^ 
20 1-(2-lsobutoxy^-methyl-phenyl)-3-[5-(2-ureido-ethylHhiazol-2-yl]-urea 

[3-(2-{2-[3-(2-Isobutoxy^-methyl-pheny^^ acid 

1-(5^2-[3^2-Dimethylamino-ethyf)-urd^ 

phenyl)-urea 

(2-{2-[3-(2-lsobutoxy^methyl-ph acid 2- 

25 dimethylamino-ethyl ester 

H5-[2^1 H-lmidazol-2-ylsulfanyl)^ 

1- {5-[2-(1H-lmidazole-2-sulfonyl)-eto^^^ 

1 -(2-lsobutoxy-4-methyl-phenyl)-3-{5-[2-(1 -methyl-1 H-imidazol-2-ylsulfanyl)-ethyl]-thiazol-2- 
yl}-urea 

30 1 -(2-lsobutoxy-4-methyl-phenyl)-3-{5-[2-(1 -methyl-1 H-imidazoIe-2-sulfonyl)-ethyll-thiazol-2- 
yl}-urea 

2- (2^2-[3^2-lsobutoxy-4-methyl-phenyl^ 
carboxylic acid 

6-{2-[3-(2-lsobutoxy-4-methyl-phenyl)-w^^ acid 
35 6^2-[3-(2-lsobutoxy-4-me%l-pheny^ 
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2- (2H2^2-lsobutoxy^-meth^^ -methyM H- 
imidazole-4-carboxylic acid 

[4-(2^2^3-(2-lsobutoxy^methyl-pte^ 
add 

5 [4-(2^2-[3-(2-lsobutoxy^methyl-phen^ 
acid 

1-(2-lsobutoxy-4^ethyl^henyl)-^ 
1 -(2-Isobutoxy^methyKpheny^ 

6-(2^2^3-(2-lsobutoxy^methyl-phen^ acid 
1 0 6-(2^2^3^2-lsobutoxy^-methy^^ acid 

1 -(2-lsobutoxy-4-methyl-phenyl)-3-(5-[1 ,2,4]oxadiazol-5-ylmethyl-thiazol-2-yl)-urea 

1 -(2-lsobutoxy-4-methyl-phenyl)-3-[5-{2-t1 ,2,4]oxadiazo!-5-yl-ethyl)-thiazo!-2-yl]-urea 

4^2-[3-(2-lsobutoxy^methyl-phenyl)-ureido]-thiazol-5-yl}-butyric acid 

1-[5-(1 H-lmidazol-2-ylsulfan^ 
15 1-(2-lsobutoxy^methyl-phenyl)-3-[5-(1-methyl-1H-imidazoI-2-ylsulfa 

2^2-[3^2-lsobutoxy^-methyl-phe^ 

carboxylic add 

242-[3-(2-lsobutoxy^-methyl-pheny^^ 
carboxylic add 
20 2^2-[3-(2-lsobutoxy^-methyl^ 
acid 

1-[5-(1H-lmidazole-2-sulfonyl)4hiazol-2-^^^ 

1-(2-lsobutoxy^methyl-phenyl)-3-[5-^^ 

1-(2-lsobutoxy^methyl-phenyl)-3-p^ 
25 1-(2-lsobutoxy^-methyl-phenyl^ 

1-(2-lsobutoxy^methyl-phenyl)-3-t5-(pyridin^ylsulfanylHhiazol-2-yl]-urea 

1-(2-lsobutoxy^me%H>henyl)-3-[5^py^ 

1-(2-lsobutoxy^methyl-phenyl)-3-[5^pyri^^ 

6^2^3-(2-lsobirtoxy^-methyl-phen^ 
30 6-{2-[3^2-lsobutoxy^methyl-phenyl)-ur^^^ 

1-(2-lsobutoxy^-methyl-phenyl)-3-(5-methanesulfonyl-thiazol-2-yl)-urea 

3^2-[3-(2-lsobutoxy^-methyl-phenyl)-ureido]-thiazole-5-sulfonyl}-propionic add 

3- {2-[3-(2-lsobutoxy^-methyl-phenyl)-ureido]-thiazol-5-ylsulfanyl}-propionic add 
1-(5-Bromo-thiazol-2-yl)-3-(2-isobutoxy-4-methyl-phenyl)-urea 

35 {5-Chloro-2-[3-(2-isobutoxy^methyl-pte^ 
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{5-Bronro>-2-t3-(2-isobuto^ acid 
1-[2^2-Methoxy-benzoyl)^me^^ 
H2^2-Methoxy-benzoyl)^methyli>te^ 
1-(5-Dime%laminomethyl-thiazol-2-^^ 
5 1«[2-(2-Methoxy-benzoyl)^m 

1- [2-(2^ethoxy-beraoyl)^nriethyl^^ 
urea 

1^5-(4-Ac»tyl-piperazin-1-ylmethyl^ 
♦ urea 

10 1 -[5^4-MethanesulfonyLpiperaan^ 
methyl-phenyl]-urea 

[4-(2^3^2-(2-Methoxy-benzoyl)^nreft^ 
acetic acid 

2- (2^3-[2-(2-Methoxy-benzoyl)^methy1-phe^ 
1 5 imidazoIe-4-carboxylic acid 

1- [5^1H-lmidazol-2-ylsulfanylmethyl^^ 
phenylj-urea 

1 -[2-(2-Methoxy-benzoyl)-4^ethyl-phenyl]-3-[5-{1 -methyt-1 H-imidazol-2-ylsulfanylmethyl)- 
thiazol-2-yl]-urea 

20 1-[2-(2-Methoxy-benzoylH^ethyl-phenyq-3-[5-(4-me%l-4H-[1 ,2,4]triazol-3- 
ylsu!fanylmethyl)-thiazol-2-yll-urea 

1 -[2-(2-Methoxy-benzoylH-^ethyl-phenyl]-3-[5-(4H-[1 ,2 t 4]triazol-3-ylsulfanyImethyl)-thiazol- 

2- ylJ-urea 

1 -[2-(2-Methoxy-benzoylH-methyl-phenyI]-3-[5-{1 -methyl-1 H-tetrazol-5-ylsulfanylmethyl)- 
25 thiazol-2-yl]-urea 

[5-(243-[2-(2-Methoxy-benzoyl)^methyl-pte^ 
1-yl]-acetic acid 

1 -{5-[1 -(2-Dime%lamino-ethyl)-1 H-tetrazol-5-ylsulfanyl methyO-thiazol-2-yl}-3^2-(2-methoxy- 
benzoyl)-4-methyl-phenyl]-urea 
30 [5-(2^3-[2-(2-Methoxy-benzoyl)^methyl-phenyl]-ureido}-thiazol-5-ylmeth 
tetrazol-1-yl]-acetic acid 

1 -{5-[1 -(2-Dimethylamino-ethyl)-1 H-tetrazole-5-sulfonylmethyO-thiazol-2-yl}-3-[2-(2-methoxy- 
benzoylH-methyl-phenyl]-urea 

1 -[2-(2-Methoxy-benzoyl)-4-nnethyt-phenyl]-3-[5-(1 -methyl-1 H-tetrazole-5-suIfonylmethyl)- 
35 thiazol-2-yl]-urea 
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1 ^2-(2-Memoxy^nzoylHnrne%l-phenyO-3-I5-(4H-[1 ,2 f 4]triazole-3-sulfonylmethyl)-thiazol- 

2- yQ-urea 

H2-(2-Methoxy4>enzoyl)^methyl-phen^^ 
sulfonylmethy!)-thiazol-2-yl]HJrea 
5 H2-(2-Methoxy-tenzoyl)-4^e^^ 
thiazol-2-yO-urea 

1 -[5-(1 H-lmidazole-2-sutfonylmethyl^ 
urea 

1-[2^2-Methoxy-benzoyl)^methyt-phenyO^ 
1 0 1 -[2-(2-Methoxy-benzoyl)-4^ethyH^ 
1-[2^2^ethoxy-benzoylM^ethyl-phe^ 
1-[2K2-Methoxy-benzoyl)-4-methyl-phenyO-3-[5-(pyn^ 
1-[2-(2-Methoxy-benzoylH^ethyl-phenyO-3-[5-(pyridirH^^ 

1 -[2-(2-Methoxy-benzoylH^ethyk 
15 1-[2-(2-Methoxy-benzoyI)-4^ethyl-pheny^ 

1-[2-(2-Methoxy-benzoylM<nethy1-phenyO^ 
1-[2-(2-Methoxy-benzoyl)^me%l-phenyl]-345-^^ 

[4-(2^3-[2-(2-Methoxy-benzoylM-^^ 
acid 

20 [4-(2-{3-[2-(2-Methoxy-benzoyIH- m ethyl-^^ 
acetic acid 

[4-(2K3-[2-(2-Methoxy-benzoylH-roe^ 
phenyl]-acetic acid 

3- [4-(2^3-[2^2-Methoxy-benzoytH-me%^ 
25 propionic acid 

3-[4-(2^3-[2^2-Methoxy-benzoy!H-m^^ 
phenyl]-propionic acid 

3- [4-(2^3-[2-(2-Methoxy-benzoylM-m^^ 
phenylj-propionic add 

30 4-(2^3^2^2-Methoxy-berrcoyl)^methyl-pheny^ 
acid 

4- (2^3-[2-(2-Methoxy-benzoyl)^methyl-pte^ 
benzoic acid 

4-(2^3-[2-(2-Methoxy-benzoylM-methy^ acid 
35 N-(2^3-[2-(2-Methoxy-benzoylH-methyl-pheny^ 
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N-(2-{342-(2-Methoxy-benzoyl)^methyl-ph 
methanesutfonamide 

1- [2-(2-Methoxy-benzoyl)-4-methyN^ 

2- (2^342-(2-Methoxy-benzoyl)-4-methyL^^ 
5 imidazoie-4-carboxyiic acid 

2-[2-(2^3-[2-(2-Mettoxy-benzoyt)-4^ 
4-carboxylic acid 

2-[2-(2^342^2-Methoxy-benzoyl)^meth^^ 
carboxylic acid 

1 0 2-[2-(2^3-[2-(2-Methoxy-benzoyl)-4wTO^ -methyl- 1H- 

imidazole-4-carboxylic acid 

2-{3-[2-(2-Methoxy-benzoyl)^methyl-phenyl]-ure^ acid 
2-{3-[2-(2-Methoxy-benzoyl)^methyl-phenyl]-u^ acid amide 

2-{3-[2-(2-Methoxy-benzoyl)-4-methyl-phenyQ-ure^^ acid methylamide 

15 [(243-[2-(2-Methoxy-benzoylM-me 
add 

[Methanesulfonyl-(2-{3-[2-(2-methoxy-benzo^ 

carbonyl)-amino]-acetic acid 

N-(2-{3-[2-(2-Methoxy-benzoyl)^methyl-pheny^ 
20 methanesulfonamide 

(2-{3-[2-(2-Methoxy-benzoylH-me acid 

2-(2-{3-[2-(2-Methoxy-benzoyl)-4-methyl-phenyOHjre^ 

2-(2-{3-[2-(2-Methoxy-benzoylH- m ^yl-phenyi]-ureidoHhiazol-5-yl^ 

[2-(2-{3-[2-(2-Methoxy-benzoylM-meth^^ 
25 acid 

N-[2^2-{3^2-(2-Methoxy-benzoylH-^^ 
methanesutfonamide 

N-[2-(2-{3-[2-(2-Methoxy-benzoyl)-4-met^^^ 
methanesutfonamide 
30 N-[2-(2-{3-[2-(2-Methoxy-benzoyl)-4^ 

1-(5-Guanidinomethyl-thiazol-2-yl)-3-[2-(2-methoxy-benzoylH-^ethyt-phenylJ-urea 

1-[2-(2-Methoxy-benzoyl)-4-methyl-phenyl]-3-(5-ureidomethyl-thiazol-2-yl)-urea 

1-{5-[3-(2-Dimethytamino-ethyl)-ureidometh^ 

methyt-phenyl]-urea 
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(2^3H2-(2-Methoxy-benzoylH^ acid 2- 

dimethylamino-ethyl ester 

(2^3-[2-(2-Methoxy-benzoyl)-4^e^^ add 
methyl ester 
5 [2-(2^3-[2-(2-Methoxy-ber^ 
methyl ester 

1 -[5-(2<5uanidino^thyl)^ 
1-[2^2-Methoxy-benzoyl)-4^ethyl-phenyQ-3-t5^2 
{3^2-(2^3-[2^24Wethoxy-benzoyl)^ 
10 acid 

1 -(5^2-[3-(2-Dimethylamino^th^ 
methyl-phenyl]-urea 

[2-(2^3-[2-(2-Methoxy-benzoylH-me% acid 2- 

dimethylamino-ethyl ester 
1 5 1 -{5-[2-(1 H-lmidazol-2-ylsulf anyl)-ethyl]-thiazol-2-yl}-3-t2-(2-methoxy-benzoylH-»Tiethyl- 
phenyl]-urea 

H5-[2-(1H-lmidazole-2-sulfonyl)^th^ 
phenyQ-urea 

1 -[2-(2-Methoxy-benzoy IM-methyl-phenyl]-3-{5-[2-(1 -methyl-1 H-imidazol-2-ylsulfanyl)-ethy!]- 
20 thiazol-2-yl}-urea 

1 - [2-(2-Methoxy-benzoyl)^methy^ 
thiazol-2-yl}-urea 

2- [2-(243-[2-(2-Methoxy-benzoyl)^methyl-ph 
imidazole-4-carboxylic acid 

25 6-(2^3^2-(2-Metho>ty-beruoylM^ 
acid 

6-(2^3-[2^2-Methoxy-benzoyl)^methyl-pheny^ 
nicotinic add 

2-[2-(2^3-[2-(2-Methoxy-benzoyl)^m 
30 methyl-1 H-imidazole-4-carboxylic add 
{4-[2-(2^3-[2-(2-Methoxy-berro^ 
phenyl}-acetic acid 

{4-[2-(2^3-[2-(2-Methoxy-benzoylH^ e ^^^ 
phenyl}-acetic add 
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1 -[2-(2-Methoxy4>enzoyl)^me^ 
urea 

1 -[2-(2-Methoxy-benzoyl)^me^ 
urea 

5 6-[2-(2^3^2^2-Methoxy-benzoyl)^methyli^ 
nicotinic acid 

6-[2-(2^3^2K2-Methoxy-benzoyl)^ 
nicotinic acid 

1 -[2-(2-Methoxy-benzoylH^ethyl-phenyO-3-(5-[1 ,2,4]oxadiazol-5-ylmethyl-thiazol-2-yl)-urea 
1 0 1 -[2-(2-Methoxy-benzoyl)-4-niethyl-phenylJ-3-[5-(2-[1 ,2,4]oxadiazoh5-yl-ethyl)-thiazol-2-yl]- 
urea 

4-(2^3-[2K2-Methoxy-benzoylH-methyl^te^ acid 
1-[5-(1 H-lmidazol-2-ylsuIfanyl)-to^ 

1- [2-(2-Methoxy-benzoyl)^methyl-phenyO-3-^ 
15 yl]-urea 

2- (2^3^2-(2-Methoxy-benzoylH^ 

imidazole-4-carboxylic acid 

2- (243^2-(2-Methoxy-benzoyl)^methyl-pte^ H- 
imidazole-4-carboxylic acid 

20 2-(2^3^2-(2-Methoxy4>enzoyIH-met^ 
carboxylic acid 

1 -[5-(1 H-lmidazole-2-sulfonylHhiazol-2-yH-3-[2-(2-methoxy-benzoylH-na 
1-[2-(2-Methoxy-benzoylH-n^thyl-pheny^ 
1-[2-(2-Methoxy-benzoylH-n^thyl-pheny^ 
25 1-[2-(2-Methoxy-benzoylH-n^thyl-phenyO^^ 
1-[2-(2-Methoxy-benzoylH-n^thyl-pheny1]^ 
1-[2-(2-Methoxy-benzoylH^ethyl-pte^ 
1-[2-(2-Methoxy-benzoylH-methyl-pte^ 

6-(2^3-[2^2-Methoxy-benzoyl)^methyl-phenyl^ acid 
30 6-(2^3^2^2-Methoxy-benzoyl)^methyl-phenyl]-^^^ 
1-(5-MethanesulfonyMhiazol-2-yl)-3-p 

3- (2^3^2^2-Methoxy-benzoyl)^methyl-phenyl]^ add 
3-(243^2-(2-Methoxy-benzoyl)^metoyl-phenyl]-u^^ acid 
1-(5-Bromo-thiazol-2-yl)-3-[2-(2-methoxy-benzoyl)^methyl-phenyl]-urea 

35 (5-Chloro-2^342-(2-methoxy-benzoyl)^me^^ 
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(5-Bromo-2-{3-[2-(2-methoxy-benzo add 

1-(5-Chloro-thiazol-2-yl^3-[2-(2-meto^ 

1-(5-Chloro-thiazol-2-yl)«3-(2-^ 

1 -(4-Methyl-2-piperid»n-1 -yl-phenyl)-3-(5-piperidin-1 -yImethy!-thiazol-2-yl)-urea 
5 1 -(4-Methyl-2-piperidin-1 -yI-phenyl)-3-(5-morpholin-4-ylmethyI-thiazol-2-yl)-urea 
1 -(5-Dimethytaminomethy^ -yl-pheny!)-urea 

1- (4-Methyl-2-piperidirv1-^ 

1 -[5-(4-Methyl-piperazin-1 -ylmethyl)-thiazol-2-yl]-3-(4-me%l-2-piperidin-1 -yl-phenyl)-urea 
1 -[5-(4-Acetyl-piperaziiv1 -ylmethyl)-thiazol-2-y0-3-(4-methyl-2-piperidin-1 -yl-phenyl)-urea 
1 0 1 -[5-(4-Methanesulfonyl-piperazin-1 «y!methyI)-thlazol-2-yl]-3-(4-methyl-2-piperidin-1 -yl- 
phenyl)-urea 

(4-{2-[3-(4-Methyl-2-piperidin-1-yl-phen^^ 
acid 

2- {2-[3-(4-Methyl-2-piperidi^ 
15 carboxylic acid 

1 -[5-(1 H-lmidazo!-2-ylsulfanylmethyI)-thto^ 

1 -[5-(1 -MethyH H-imidazot-2-ylsulfanylmethyl)-thiazoW^^ 

phenyl)-urea 

1 -(4-Methyl-2-piperidin-1 -yl-phenyl)-3-[5-(4-methyMH-[1 , 2,4]triazol-3-ylsuIfanylmethyl)- 
20 thiazol-2-yO-urea 

1 -(4-Methy!-2-piperidin-1 -yl-phenyl)-3-[5-(4H-[1 ,2,4]triazol-3-ylsulfanylmethyl)-thiazol-2-yl]- 
urea 

1-(4-Methyl-2-piperidin-1 -yl-phenyl)-3-[5-(1 -methyl- 1 H-tetrazol-5-ylsulfanylmethylHWazo!-2- 
yl]-urea 

25 (5-{2-[3-(4-Me%l-2-piperidin-1-yl-phenyl)-^ 
acetic acid 

1 -{5-[1 -(2-Dime%lamino-ethyl)-1 H4etrazol-5-ylsulfanyImethyQ-thiazol-2-yl}-3-(4-methyl-2- 
piperidin-1 -yl-phenyl)-urea 
(5-{2-[3-(4-Methyl-2-piperidin-1-yl-phenyO^^ 
30 acetic acid 

1 -{5-[1 -(2-Dimethylamin(>^^ 
piperidin-1 -yl-phenyl)-urea 

1 -(4-Methyl-2-piperidin-1 -yl-phenyl)-3-[5-(1 -methyl-1 H-tetrazole-5-sulfonylmethyl)-thiazol-2- 
ylj-urea 
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1-(4-Methy!-2-piperidin-1-y!-pte^ 
urea 

1-(4-MethyL2i>iperidin-^ 
thiazol-2-yG-urea 

5 1-[5-(1 -MethyH H-imidazo!e-2-sulfonylmethyl)-thiazoi^^^^ -yl- 
phenyl)-urea 

1-[5^1H-lmidazoIe-2-$ulfonylmethyI)-tW^^ 

1 -(4-Methyl-2-piperidin-1 -yt-phenyl)-3>[5-(pyridine-2-sutfonylmethyl>-thiazol-2-y0-urea 

1-(4-Methyl-2i>iperidin-1-yl-pte^ 
1 0 1-(4-Methyl-2-piperidin-1 -yl-phenyl)-3-[5-(pyridin-3-ylsu!fanylmethyl)-thiazol-2-yll-urea 

1-(4-Methyl-2^iperidin-1-yl-phenyl)-3-^ 

1-(4-Methyl-2-piperidin-1-yl-phenyl)-3^ 

1-(4-Methyl-2-piperidin-1-yl-pheny^ 

1-(4-Methyl-2-piperidin-1-yl-phenyl)-3-[5^ 
15 1 -(4-Methyl-2-piperidin-1 -yl-phenyl)-3-[5-(pyridin-3-yloxymethyl)-thiazol-2-yl]-urea 

1 -(4-Methyl-2-piperidin-1 -yl-pheny!)-3-{5-(pyridin-2-yloxymethyl)-thiazol-2-yl]-urea 

(4^2-[3-(4-MethyI-2-piperidin-1-yl-phenyt^^ acid 

(4^2-[3-(4-Methyl-2-piperidin-1 ^ 

add 

20 (4-{2-[3-(4-Methyl-2-piperidin-1-yl-phen^^^ 
add . 

3-(4^2^3-(4~Methyl-2-piperidin-1 -y^ 
add 

3-(442^3-(4-Methyl-2-piperidin-1-yl-pheny^ 
25 propionic add 

3-(442^3-(4-Methyl-2-piperidin^ 
propionic add 

4^2-[3-(4-Methyl-2-piperidin-1-yL add 

4^2-[3-(4-Methyl-2-piperidin-1-yl-phenyl^^ add 
30 4^2-[3-(4-Methyl-2-piperidin-1 -yl-phenyl)-ureido]-thiazol-5-yImethoxy}-benzoic add 

N^2-[3-(4-Methyl-2-piperidirv1-yl-pte^ 

N^2-[3-(4-Methyl-2-piperidirv1 -y^ 

1-(4-Methyl-2-piperidin-1-yl-phenyl)-^ 

2^2^3-(4-Methyl-2-piperidirh1-yl-phenyl)-ureido]-thiazol-5-ylme 
35 4-carboxylic acid 
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2-(2^2H3^4-MethyL2-piperid^^ 
carboxylic add 
2-(2^2^4-Methyl-2-pipe^^ 
acid 

5 1-Me%l-2^2^3-(4-methyl-2-piperid^^^^ 
imidazole-4-carboxylic acid 

2-[3-(4-Methyl-2-piperidin-1 -yl-phenyl)-ureido]-thiazo!e-5-carboxylic acid 
243-(4-Methyl-2-piperidin-1-yl-ph add amide 

2-[3-(4-Methyl-2-piperidin-1-yl-p^^^ add methylamide 

1 0 ({2^3-(4-Methyl-2-piperidin-1 -yl-phenyl)-ureido]-thiazole-5-carbonylVamino)-acetic acid 

(MethanesulfonyH2-[3^^ 
amino)-acetic add 

N42-[3-(4-Methyl-2-piperidin-1-yl-phe^ 

{2-[3-(4-Methyl-2-piperidin-1-yl-phenyl)-ureido]-thiazol-5-yl}-acetic add 
15 2^2-[3^4-Methyl-2-piperidin-1-yl-phenylV^^ 
N-Methyl-2^2-[3-(4HTiethyl-2-piperidi^^^ 

(2-{2-[3-(4-Methyl-2-piperidin-1 -yl-phenyl>-ureido]"thiazol-5-yl}-acetylamino)-acetic add 
N-(242^3-(4-Methyl-2-piperidin-1-y^ 
N^2-[3-(4-Methyl-2-piperidin-1^ 
20 N-(2^2^3-(4-Methyl-2-piperidin-1-yl^ 
1-(5-Guanidinomethyl4hiazoi-2-yl)-3-^^^ 

1 -(4-Methyl-2-piperidin-1 -yl-phenyl)-3-(5-ureidomethyi-thiazol-2-yl)-urea 

H5-[3-(2-Dime%lamino-ethyl)-ureido 

phenyl )-urea 

25 {2-[3-(4-Methyl-2-piperidin-1-yl-pheny^ acid 2- 

dimethylamino-ethyl ester 

{2^3-(4-Methyl-2-piperidin-1-yl-phenyl^ add methyl ester 

(2^2-[3-(4-Methyl-2-piperidin-1 -yl-phenyl}-ureido]-thiazol-5-yl}-ethyl)-carbamic acid methyl 
ester 

30 1 -[5-(2-Guanidino-ethyl)-thiazol-2-yl]-3-(4-methyl-2-piperidin-1 -yl-phenyl)-urea 
1 -(4-Methyl-2-piperidin-1 -yl-phenyl)-3-[5-(2-ureido-ethyl)-thiazol-2-yl]-urea 
[3-(2-{2-[3-(4-Methyl-2-piperi add 
1-(5^243-(2-Dimethytamino^thyl)Hjre^^ 
phenyl)-urea 
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(2K2-[3^4-Metoyl-2-piperidin-1-y^ acid 2- 

dimethylamino-ethyl ester 

1- {5-{2-(immidazol-2-ylsulfany^ 
1^2-(1 H-lmidazole-2-sulfonyl^ 

5 H5K2-(1-Methyl-1HHmidazol-2-^^ 
phenyl)nirea 

H5-[2K1-Methyl-1H-imidazole-2-sufo^ 
phenyl)-urea 

2- (2-{2^3-(4-Methyl-2-piperidirv^ 
10 4-carboxylic acid 

6-{2-[3-(4-Methyl-2-piperidin-1-y!-phen^^ acid 
6^2-[3-(4-MethyL2-piperidin-1-yl-pte^ acid 
1-Me%l-2-(2^2-[3-(4-methyl-2-piperidi^^ 
imidazole-4-carboxyIic acid 
15 [4-(242-[3-(4-Methyl-2-piperidin-1^ 
acid 

[4-(2^2-[3-(4-Methyl~2-piperidin-1-^ 
acetic acid 

1 -(4-Methyt-2-piperidin-1 -yl-phenyl^ 
20 1 -(4-Methyl-2-piperidin-1 -yl-phenyl)-3^5-[2-(pyridine-2-sulfonyl)-ethyl]-thiazol-2-yl}-urea 

6-(2-{2-[3-(4-Methyl-2-piperidin-1-y^^ acid 

6-(2-{2-[3-(4-Methyl-2-piperidin-1^ 

add 

1 -(4-Methyl-2-piperidin-1 -yl-phenyl)-3-(5-[1 , 2 f 4]oxadiazo!-5-ylmethyl-thiazol-2-y!)-urea 
25 1 -(4-MethyI-2-piperidin-1 -yl-phenyl)-3-[5-(2-[1 , 2 l 4]oxadiazol-5-yl-ethylHhiazol-2-yl]-urea 
4-{2-[3-(4-Methyl-2-piperidin-1-yl-phenyl)-ureido]-thiazol-5-yl}-butyric acid 

1- [5-(1H-lmidazoI-2-ylsulfanylHh^ 

1 -[5-(1 -Methyl-1 H-imidazol-2-ylsulfanyl)-thiazol-2-y0-3-(4-methyl-2-piperidin-1 -yl-phenyl)-urea 
1 -Methyl-2-{2-[3-(4Hnethyl-2-piperidin-1 -yl-phenyl)-ureido]-thiazol-5-ylsulfanyl}-1 H-imidazole- 
30 4-carboxylic acid 

1 -Methyl-2-{2-[3-(4-methyl-2-piperidin-1 -yl-phenyl)-ureidoHhiazole-5-sulfonyl}-1 H-imidazole- 
4-carboxylic acid 

2- {2-[3-(4-Methyl-2-piperidin-1-yl-phe^ 
carboxylic acid 

35 1 -[5-(1 H-lmidazole-2-sulfonyI>-thiazol-2-yl]-3-(4-methyl-2-piperidin-1 -yl-phenyl)-urea 
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1-(4-Methyl-2-piperidin-1^ 
1-(4-Methyl-2-piperidin-1-yl^^ 
1-(4-Methyl-2-piperi^^ 
1-(4-Methyt-2-piperidin-1-yl-pte^ 
5 1-(4-Methy!-2^iperidin-1-yl^ 

1- (4-Methyl-2-piperidin-1-yl-phen^ 

6^2-[3^4-Methyl-2-piperi^ acid 
6^2-[3^4-Methyl-2-piperidir^ acid 
1 -(S^ethanesutfonyMhiazoL -yl-pheny!)-urea 

10 3^2-[3^4-Methyl-2^>iperidin-1^^ 

3^2-[3^4-Methyl-2-piperidin-1^^ acid 
1 -(5-Bromo-thiazol-2-yl)-3-(4-methyl-2-piperidin-1 -yl-phenyl)-urea 
{5-Chloro-2-[3-(4-methyl-2-piperidi^^ acid 
{5-Bromch2-[3-(4-methyi-2-p^ acid 

15 N^3-(4-Methyl-2-piperidin-1-y^ 
N-(2^3-(4-Methyl-2-piperid^ 

1 -(4-Dime%Iaminomethyl4hiazoI-2-yi)-^^ -yl-phenyl)-urea 
1 -(4-Methyl-2-piperidin-1 -yl-phenyl)-3-(4-piperazin-1 -ylmethyMhiazo!-2-yl)-urea 
1^4-(4-MethanesulfonyMperazin-^^ 
20 phenyi)-urea 

1 -(4-Methyl-2-piperidin-1 -y!-phenyl)-3-(4-morpholin^-ylmethyl-thiazol-2-yl)«urea 

2- [3-(4-Methyl-2-piperidin-1 -yl-phenyl)-ureido]-thiazole-4-carboxylic acid methylamide 
1-(4-Methyl-2-piperidin-1-yl-pheny^ 

{2-[3-(4-Methyl-2-piperidin-1-yl-pte^ acid methyl ester 

25 1 -(4-Methyl-2-piperidin-1 -yl-phenyl)-3-(4-ureidomethyl-thiazoI-2-yi)-urea 

{2-[3^4-Methyl-2-piperidin-1 -yl-phenyl)-ureido]-thiazoM-ylmethyl}-carbamic acid 2- 
dimethylamino-ethyl ester 

1 -(4^uanidinomethyl-thiazo!-2-yl)-3-(4^ethyl-2-piperidirv1 -yl-phenyt)-urea 
(3^2-[3-(4-Metoyl-2-piperidin-1-y^^ acid 
30 1 ^4-[3-(2-Dimethylamino^^ -yl- 
phenyl)-urea 

N^2-[3^2-lsobutoxy^-methyl^ 
N-(2^2-[3-(2-lsobutoxy^-methyl-pte^ 
1-(4-Dimethylaminomethy[-thiazol^ 
35 1-{2-lsobutoxy^-methyl-phenyl)-3-(4-piperazin-1-yImethyl-thia 
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1 - (2-lsobutoxy^methyl-pheny^^ 
urea 

H2-lsobutoxy^me%l-phenyl)^ 

2- [3-(2-lsobutoxy-4^ethyH}h^ add methylamide 
5 1 -(2-tsobutoxy^me%l-phenyl^ 

{2-[3K2-lsobutoxy-4^ethyl-phenyl)-u^^ acid methyl ester 

1 -(2-lsobutoxy^-methyl-pheny^ 

{2-[3^2-lsobutoxy-4HTiethyl-phenyl)^ acid 2- 

dimethylamino-ethyl ester 
1 0 1 -(4^uanidinomethykhia^^ 

(3-{2-[3-(2-lsobutoxy^methyl^henyl)-u^^ 

1-{4^3-(24)imethylamino^thyl^ 

urea 

N-(2^3^2-(2-Methoxy*enzoyl)^ 
1 5 methanesulfonamide 

N-[2-(2^342^2-Methoxy-benzoylM-me%^ 
methanesulfonamide 

1-(44Dimethylaminomethyl4hiazol-2-yl)^^ 
H2-(2-Methoxy-benzoyIM-methyl-phenyfl-3-(4-^ 
20 1 -[4-(4-Methanesulfonyl-piperazin-1 -ylmethyl)-thiazol-2-yl]-3-[2-(2-methoxy-benzoylH- 
methyl-phenyl]-urea 

1-[2-(2-Methoxy-benzoyl)^methyl-phenyO-3-(^^ 

243-[2-(2-Methoxy-benzoylH-methyl-phenyG-ureido}-thiazole-4-carboxylic acid methylamide 
1-[2-(2-Methoxy-benzoylM-methyl-p^ 
25 (2-{3-[2-(2-Methoxy-benzoyl)^methyl-phenyl]-u^^^^ 
methyl ester 

1-[2-(2-Methoxy-benzoyl)^methyl-phenyl]-3-(4-ureidomethyl-thiazol-2-yl)-urea 
(2^3-[2-(2-Methoxy4)enzoyl)^methyl-phenyl]-ureido}-thiazol^ylmethyl)-^rbamic acid 2- 
dimethylamino-ethyl ester 
30 1-(4-Guanidinomethyl-thiazol-2-yl)-3-[2-(2-methoxy-benzoyl>^methyl-phenyl]-urea 

[3-(2^3-[2-(2-Methoxy-benzoylM-m^ 
acid 

H4^3K2-Dimethylamino^thyl)-ureidomethyl]-thiaz^ 
methyl-phenyl]-urea 
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2K{2-[3^2^clopentanecarbony^ 
imidazole-4-carboxylic add 

2-({2-I3^2^dopentanecarbonyM-methyl^henyl)-ureidoHh 
oxazole-4-carboxyIic add 
5 2-({2-[3K2^dopentanerarbonyl^m 
methyMH-imidazole-4-carboxylic add 
2^{2-[3^2^dopentanecarbonyl^m^^ 
imidazole-4-carboxylic add 

2-({2-[3^2-Cydopentanerarbonyl^methyH)henyl)-ureido>th 
1 0 oxazole-4-carboxylic add 

2K{2-[3^2^dopentanerarbonyl^methyl-phenyl^ 

methyM H-imidazoie-4-carboxylic add 

6-({2-[3-(2-Cyclopentanecarbon^ 

nicotinic add 
15 2-({2-[3-(2-CyclopentanecarbonyM-^ 

pyrimidine-5-carboxylic acid 

5-({2-[3^2-Cyclopentanecarbonyl^methyl^h^^ 

methyM H-pyrazoIe-3-carboxylic add 

2-(2^2-[3-(2-Cydopentanecarbonyl^me^ 
20 imidazo!e-4-carboxylic add 

2-(2^2-[3^2-Cydopentanerarbony!^ 

trifluoromethyl- 1 H-imidazole-4-carboxylic add 

H5-[2^1 H-Benzoimidazol-2-y!)^th^ 

phenyl)-urea 

25 1 -(2-Cydopentanecarbonyl-4-methyl-phenyl)-3-{5-[2-(1 H-imidazo[4,5-#b!]pyridin-2-yl)-ethyl]- 
thiazol-2-yl}-urea 

2-{2-[3^2-CycIopentanerarbonyM-methyl-phe^^ 
4-carboxylic acid 

2^2-[3^2-CyclopentanerarbonyM-methyl-pte^ 
30 imidazole-4-carboxylic acid 

2-{2-[3^2-CyclopentanerarbonyM-methy^ 
carboxylic acid 

1-[5-(1H-Benzoimidazol-2-ylmethylHhiazoW^ 
phenyl}-urea 
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1-(2^dopentanerarbonyl^methy^^ 
thiazoI-2-yfl-urea 

1-(5-Benzooxazol-2-ylmethyl-thi^^^ 

1- (2-CydopentanecarbonyW-methyl-pte^ 
5 2-yl)-urea 

2- (2^2^3-(2<tydopentanecaitonyt^ 
trifluoromethyl^xazoIe-4-carboxylic add 
2-(2^2^3^2-Cydopentanecarbonyl^methyl-pte^ 
oxazol*4-carboxylic add 

1 0 1 -(2-tydopentanerartx>nyM-^ ,2,4]triazol-3-yl)-ethy!]-thiazol-2- 
yl}-urea 

1-(2-Cydopentanecarbonyl^methyl-pte^ 
thiazoI-2-yl}-urea 

[3-(2^243-(2-tydopentanecaitonyW-me%I-p^^^ 
15 [1 , 2,4]triazol-4-y l]-acetic add 

[5-(2^2-[3-(2-CydopentanecaitonyW-methyl-phenyl)-ureido]-thiazol-5 
yl]-acetic add 

1 -(2-Cydopentanecarbonyl-4-methyl-phenyl)-3-{5-[2-(1 -methyM H-tetrazol-5-yl)-ethy Q- 
thiazol-2-yl}-urea 

20 1 -(2-Cydopentanecarbonyl-4-methy!-phenyl)-3-{5-[2-(1 H-tetrazol-5-yl)-ethyQ-thiazol-2-yi}- 
urea 

1- (2-tydopentanecarbonyM-methyl-phen^^ 
urea 

2- [3-(2-Cydopentanecarbonyl^me% add 
25 [1 ,3,4]thiadiazol-2-ylamide 

1 -(2-Cydopentanecarbonyl-4-methyl-phenyl)-3-[5-([1 ^4]thiadiazol-2-ylaminomethylHhiazol- 
2-yl]-urea 

[2-(2^2-[3K2-Cydopentanecarbonyl^meth^ 

yl]-acetic add 
30 2-[(24342-(2-Methoxy-benzoylH-methyI-^^ 

imidazole-4-carboxylic add 

2-[(2-{3-[2-(2-Methoxy-benzoylM-m^ 

oxazole-4-carboxylic add 

2-[(2^3-[2-(2-Methoxy-benzoylH-methy^ 
35 methyl-1 H-imidazole-4-carboxylic add 
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2-[(2^3-[2^2-Methoxy-benzo 
imidazole-4-carboxylic acid 
24(2^3-[2-(2-Methoxy-beruoyl)^me%^ 
4-carboxylic acid 
5 2-[(2^3H2-(2-Methoxy-benzoyl 

methyl-1H-imidazole-4-carboxylic acid 
64(2^3^2-(2-Methoxy-bervtoyl)^me^ 
nicotinic acid 

2-[(2^3-[2-(2-Methoxy-benzoylH-^ 
1 0 pyrimidine-5-carboxylic acid 

5^(2^3^2-(2-Methoxy-beruoyl)^meth^ 

methyH H-pyrazole-3-carboxytic acid 

2-[2-(2^3-[2-(2-Methoxy-benzoy^ 

imidazole-4-carboxylic acid 
15 2-[2-(2H3-[2-(2-Methoxy-b^^ 

trifluoromethyl-1 H-imidazole-4-carboxylic acid 

H5^2-(1H-Benzoimidazol-2-yl)^thy^ 

phenyl]-urea 

H5^1H-lmidazo[4,5^b!]pyridin-2-^ 
20 methyl-phenyl]-urea 

2-(2^3-[2-(2-Methoxy-benzoylH-met^ 
carboxylic acid 

2-(2^3-[2^2-Methoxy-benzoylH-methyl^^ 
imidazole-4-carboxylic acid 
25 2-(2^3-[2-(2-Methoxy-benzoylH-meth^^ 
carboxylic acid 

1-[5-(1H-Benzoimidazol-2-ylmethylHhi^^^ 
urea 

1-[5-(1H-lmidazo[4,5^b!]p^ 
30 phenyO-urea 

1-(5-Benzooxazol-2-ylmethyl-thiazol-2-^^^^ 

1- [2-(2-Methoxy-benzoyl)^methyI-pte^ 
yl)-urea 

2- [2-(2^3-[2-(2-Methoxy-benzoylM^^ 
35 trifluoromethyl-oxazole-4-carboxylic acid 
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2^2-(2K3K2-(2-Methoxy-benzoyl)^ 
oxazole-4-carboxylic acid 

1- [2-(2-Methoxy4>enzoyl)^me^ 
urea 

5 H2-(2-Methoxy^enzo^ 
thiazol-2-yI}-urea 

{3-[2-(2^3-[2^2-Methoxy-benzoylH-m©^ 
4-yl}-acetic acid 

{542-(2^3-[2-(2-Methoxy-benzoyl)-^ 
10 acetic acid 

1 -[2-(2-Methoxy-benzoyl)-4-methyI-phenyl]-3-{5-[2-(1 -methyl-1 H-tetrazol-5-yl)-ethyl]-thiazol- 

2- yl}-urea 

1 -[2-(2-Methoxy-benzoyl)-4-methyl-phenyl]-3-{5-[2-(1 H-tetrazol-5-yl)-ethyl]-thiazo!-2-yl}-urea 
1-[2-(2-Methoxy-benzoylM-methyl-phen^^^ 
15 urea 

2^3-[2^2-Methoxy-benzoyl)^methyl-phenyO-ur^^^ acid 
[1 ,3,4]thiadiazol-2-ylamide 

1- [2-(2-Methoxy-benzoyl)-4-methyl-phenyl]-3-[5-([1 ,3,4]thiadiazol-2-ylaminomethylHhiazol-2- 
yl]-urea 

20 {2-[2-(2^3-[2-(2-Methoxy-benzoyl)^methyl^^ 
acetic acid 

2- ({2-[3-(2-lsobutoxy^^ethyl-phenyl)HJre^^ 
carboxylic acid 

2-({2-[3-(2-lsobutoxy^-methyl-phenyl)-ureW^^ 
25 carboxylic acid 

2-({2-[3-(2-lsobutoxy^methyl-phen^^ 

imidazole-4-carboxylic acid 

2-({2-[3-(2-lsobutoxy^-methyl-pte^ 

carboxylic acid 
30 2-({2^3-(2-lsobutoxy^methyl-phenyl)-ureidoB^^ 

carboxylic acid 

2-({2-[3-(2-lsobutoxy^methyl-phen 
imidazole-4-carboxylic acid 

6-({2-[3-(2-lsobutoxy^methyl-phenyl^ acid 
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2-({2-[3^2^sobutoxy^-meta 
carboxylic acid 

5-({243-(2-lsobutoxy-4HTTiethyH)^^ -methyl-1 H- 

pyrazole-3-carboxylic acid 
5 2-(2^2-[3-(2-lsobutoxy-4^ethyl^^ 
carboxylic acid 

2-(2^2-[3~(2-lsobutoxy^-meth^ 
imidazole-4-carboxylic acid 
H5-[2^1H-Benzoimidazol-2-yl)^thyO^ 
10 H5-[2-(1H-lmidazo[4,54^ 
urea 

2^243-(2-lsobutoxy^methyl-phenyl)Hjre^^ 
acid 

242-[3-(2-lsobutoxy^methyl-phen^^ 
15 carboxylic acid 

242-[3-(2-lsobutoxy^-methyl-phenyl)-ureidoH^^ acid 

1-[5-(1 H-Benzoimidazol-2-y!meth^^ 

1-[5-(1H-lmidazo[4,5Hto!]pyridin^^ 

urea 

20 1-(5-Etenzooxazo!-2-ylmethyl-thtazol-2^ 

1 - (2-lsobutoxy^methyl-phenyl)^ 

2- (2^2-[3-(2-lsobutoxy^me%l-phenyl)-ureido^ 
4-carboxylic acid 

2-(2^2-[3-(2-lsobutoxy^methyI-phenyl>ureti^^ 
25 carboxylic acid 

1 -(2-lsobutoxy-4-methyl-phenyl)-3-{5-[2-{4H-[1 ,2 f 4]triazol-3-yl)-ethyl]-thiazol-2-yl}-urea 
1 -(2-lsobutoxy-^methyl-phenylV3-{5-[2-(4-methyl-4H-[1 , 2,4]triazol-3-yl)-ethyll-thiazol-2-yl}- 
urea 

[3-(2-{243-(2-lsobutoxy^methy^ 
30 acid 

[5-(2^2-{3-(2-lsobutoxy^methyl-pheny^^ acid 
1 «(2-lsobutoxy-4-methyl-phenyl)-3-{5-[2-(1 -methyl-1 H-tetrazol-5-yl)-ethy0-thiazol-2-yl}-urea 
1 -(2-lsobutoxy-4-methyI-phenyl)-3-{5-[2-(1 H-tetrazol-5-yl)-ethyl]-thiazol-2-ylKurea 
1-(2-lsobutoxy-4-methyl-phenyl)-3-[^ 
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2-[3-(2-lsobutoxy^methyL^^ acid [1 ,3,4]thiadiazo!-2- 

ylamide 

1- (2-lsobutoxy-4wiiethyl-phe^^ 

[2-(2^2H3~(2-!sobirtox^ acid 
5 2-({2-[3^4-Methyl-2-piperidin-1 -yl-phenyl)Hjreido]-thiazole-5-carbonyl}-amino)-1 H-imidazote- 

4- carboxyIic add 

2- ({2-[3^4-Methyl-2-piperidin-^ 
carboxylic add 

1 -Methyl-2-({2-I3-(4-methyl-2-piperidin-1 -yl-phenyl)-ureido]-thiazo!e-5-carbonyl}-amino)-1H- 
1 0 imidazole-4-carboxylic acid 
2-({2-[3K4-Methyi-2-piperid^^ 
carboxylic acid 

2-({2-[3-(4-Me%l-2-piperidin-1 ^ 
carboxylic add 

1 5 1 -Methyi-2-({2-t3-(4-methyl-2-piperidin-1 -yl-phenyI)-ureido]-thiazol-5-ylmethyl}-amino)-1 H- 
imidazole-4-carboxylic add 

6-({2-[3-(4-Methyl-2-piperidin-1-yt-pte^ add 

2-({2-[3-(4-Methyl-2-piperidin-1-yl-pte^ 

carboxylic acid 

20 1 -Methy!-5-({2-[3-(4-methyl-2-piperidin-1 -yl-phenyl)-ureido]-thiazole-5-carbonyl}-amino)-1 H- 
pyrazole-3-carboxylic acid 

5- Methyl-2-(2-{2-[3-{4-methyl-2-piperidin-1 -yl-phenyl)-ureido]-thiazol-5-yI}-ethyl)-1 H- 
imidazole-4-carboxylic add 

2-(2^243-(4-Methyl-2-piperidin-1^^ 
25 imidazole-4-carboxylic add 

1 -{5-[2-(1 H-Benzoimidazol-2-yl)^thyl]^ -yl-phenyl)-urea 

1- {5-[2-(1H-imidazo[4,5^b!]pyrid^^ 
phenyl)-urea 

2^2-[3-(4-Methyl-2-piperidirh1-^ 
30 carboxylic add 

1 -Methyl-2-{2-[3-(4-methyl-2-piperidin-1 -yl-phenyl)-ureidoHhiazol-5-ylmethyl}-1 H-imidazole- 
4-carboxylic add 

2- {2-[3-(4-Methyl-2-piperidin-1-yl-phen^^^ 
acid 

35 1 -[5-(1 H-Benzoimidazol-2-y!methyl)-thiazol-2-yl]-3-(4-methyl-2-piperidin-1 -yl-phenyl)-urea 
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1-[5-(1H-lmida£o[4,5^!]pyridirv2^ 
urea 

1-(5-Benzooxazol-2-ylmethyl-thra^^ 
1-(4-Methyl-2-piperidin^ 
5 2-(2^2^3-(4-Methyl-2-piperidin-1^^ 
oxazole-4-carboxyIic acid 
5-Methyl-2-(24213^4-me%l-2-^^ 
carboxylic acid 

1-(4-MethyW-piperidin-1-yl^ 
10 1-(4-Methyl-2-piperidin-1-yl-phe^^ 
yl}-urea 

[3-(2^3-(4-Methyl-2-piperidiM^^ 
acetic acid 

[5-(2^2-[3-(4-Methyl-2-piperidin-1-^ 
15 acid 

1 -(4-Methyl-2-piperidin-1 ^ 
urea 

1-(4-Methyl-2-piperidin-1-yt-phenyl^ 

1 -(4-Methyl-2-piperidin-1 -yl-phenyl)-3-[5-(2-[1 ,3,4]thiadiazol-2-yl-ethyl)-thiazol-2-yl]-urea 
20 2-[3-(4-Methyl-2iDiperidin-1-yl-phen^^ acid [1 ,3,4]thtadiazol-2- 

ylamide 

1 -(4-Methyl-2-piperidin-1 -yl-phenyl)-3-[5-{[1 f 3 l 4]thiadiazo!-2-ylaminomethyIHhiazol-2-yl]-urea 
1 -{2-Cydopentanecarbonyl-phenyl)-3-[1 ,2 f 4]thiadiazol-5-yt-urea 
{5-[3-(2-Cydopentanerart>onyl-phenyl)-ureido]-[1 I 2,4Jthiadiazol-3-yl}-acetic acid 
25 N-{5-[3-(2-CydopentanerarbonyI-pheny^ 
methanesulfonamide 

1 -(2-Cyclopentanecarbonyl-phenyl)-3-(3-methoxy-[1 ,2,4]thiadiazol-5-yl)-urea 
1 -(2-Cyclopentanecarbonyl-phenyl)-3-(3-ethyl-t1 ,2,4]thiadiazol-5-y1)-urea 
1 -(2-Cydopentanecarbonyi-pheny l)-3-(3-methyl-[1 , 2,4]thiadiazol-5-yl)-urea 
30 1 -(2-Cydopentanecarbonyl-phenyl)-3-(3-isopropyl-t1 , 2,4]thiadiazol-5-yl)-urea 
1-(2-Cyclopentanecarbonyl-phenyl)-3-(3-phenyl-[1 t 2 ( 4]thiadiazoi-5-yl)-urea 
1 -(2-lsobutoxy-phenyl)-3-[1 , 2,4]thiadiazol-5-yl-urea 
{5-[3-(2-lsobutoxy-phenyl)-ureidoH1 ,2,4]thiadiazol-3-yl}-acetic add 

N-{5-[3-(2-lsobutoxy-phenyl)^reidoH^ 
35 1 -(2-lsobutoxy-phenyl)-3-(3-methoxy-[1 ,2 t 4]thiadiazol-5-yl)-urea 
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1-(3-EthyK1 t 2.4]thiadiazol-5-yl)-3-(2-isobutoxy-phenyl)-urea 

1 -(2-lsobutoxy-phenyl)-3-(3-methyl-[1 ,2 t 4]thiadiazol-5-yl)-urea 

1 -(2-lsobutoxy-phenyl)-3-(3-isopropyl-[1 ,2,4]thiadiazol-5-yl)-urea 

1-(2-lsobutoxy.phenyl)-3-(3-phenyl-[1,2 > 4lthiadiazol-5-yl)-urea 
5 1-[2-(2-Methoxy-benzoyl)-phenyll-3-l1 f 2,41thiadiazol-5-yI-urea 

(5-{3-[2-(2-Methoxy-bervzoylH)henyl]-ureidoH1 t 2,4]thiadiazol-3-yl)-acetic acid 

N-(5-{3-[2-(2-Methoxy-benzoyl)-phenya-ureidoH1 ,2 t 4]thiadiazoi-3-ylmethyl)- 

methanesulfonamide 

1-[2-(2-Methoxy-benzoyl)-phe^^ 
1 0 1-(3-Ethyl-[1 ,2 > 4]thiadiazol-5-yl)-3-[2-(2^ethoxy-benzoyl)-phenyl]-urea 

1-[2^2-Methoxy-benzoyl)-phenyO-3-(3-methyl«[1 f 2 ( 4]thiadiazol-5-yl)-urea 

1 -(3-lsopropyl-[1 ^^Ithiadiazol-S-yl^S-p^-methoxy-benzoyl^phenylJ-urea 

1 -[2-(2-Methoxy-benzoyl)-phenyQ-3-(3-phenyl-[1 ,2,4]thiadiazol-5-yl)-urea 

1 -(2-Piperidin-1 -yl-phenyl)-3-[1 ,2,4]thiadiazol-5-yl-urea 
1 5 {5-[3-(2-Piperidin-1 -yI-phenyl)-ureido]-[1 ^Jthiadiazol-S-yll-acetic acid 

N-{5-[3-(2-Piperidin-1 -yl-phenyl)-ureido]-[1 ,2,4]thiadiazo!-3-ylmethyl}-methanesulfonamide 

1 -(3-Methoxy-[1 ( 2,4]thiadiazol-5-yl)-3-(2-piperidin-1 -yl-phenyl)-urea 

1 -(3-Ethyl-[1 , 2,4]thiadiazol-5-yl)-3-(2-piperidin-1 -yl-phenyl)-urea 

1 -(3-Methyl-[1 . 2,4]thiadiazoi-5-yl)-3-(2-piperidin-1 -yl-phenyl)-urea 
20 1 -{3-lsopropyl-[1 ,2,4]thiadiazol-5-yl)-3-(2-piperidin-1 -yl-phenyl)-urea 

1 -(3-Phenyl-[1 ,2,4]thiadiazol-5-yl)-3-(2-piperidin-1 -yl-phenyl)-urea 

1 -(2-Cyclopentanecarbonyl-4-methyl-phenyl)-3-[1 ,2,4]thiadiazol-5-yl-urea 

{5-[3-(2-tyclopentanecarbonyM-methyl-phenyl^^ acid 

N45-[3-(2-Cyclopentanerarbonyl^methyl-phenyl)-ureido>t1.2 l 4]thiad 
25 methanesulfonamide 

1-{2-CydopentanecarbonyM-methyl-phenyO 

1-{2-Cyclopentanecart>onyl^methyl-phenyl)-3-(3^^^ 

1-(2-tyclopentanerarbonyM-me%l-phenyl)-3-(3-me 

1-(2-CydopentanerarbonyM-methyl-phenyt)-3-(3^ 
30 1 -(2-Cyclopentanecarbonyl-4-methyl-phenyl>-3-(3"phenyl-[1 ,2,4]thiadiazol-5-yl)-urea 

1 -(2-lsobutoxy-4-methyl-phenyl)-3-[1 ,2,4]thiadiazol-5-yl-ur ea 

{5-[3K2-lsobutoxy^-methyl-phenyl)-ureidoH1^^ add 

N^543-(2-!sobutoxy-^methyl-phenyl)-ureido]-[1,2,4]thiadiazol-3-yimethylV 

methanesulfonamide 
35 1 -(2-lsobutoxy-4-methyi-phenyl)-3-(3-methoxy-[1 ,2,4]thiadiazol-5-yl)-urea 
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1 -(3-EthyI-[1 , 2,4]thiadiazol-5-yl)-3-(2-isobutoxy-4-methyl-phenyl)-urea 
1 -(2-lsobutoxy-4-methyl-phenyl)-3-(3HnethyK1 ,2,4]thiad!azol-5-yl)-urea 
1 -(2-lsobutoxy-4nfnethyl-phenyl)-3-(3-isopropyl-[1 ,2,4]thiadiazol-5-yl)-urea 
1 -(2-lsobutoxy-4-methyl-phenyl)-3-(3-phenyl-[1 ,2,4]thiadiazol-5-yl)-urea 
5 1 -[2-(2-Methoxy-benzoyl)-4-methyl-phenyO-3-[1 ,2,4]thiadiazot-5-yl-urea 

(5^3-[2-{2-Methoxy-benzoyl)-4-methyl-phenyI]-ureido}-t1 ,2,41thiadiazol-3-yl)-acetic acid 

N-(5^3^2^2-Methoxy-benzoyl)^mett^ 

methanesutfonamide 

1 -[2^2-Methoxy-benzoyl)^methyl-phenyl]-3"(3-methoxy-[1 ,2,41thiadiazol-5-yl)-urea 
1 0 1 -(3-Ethyl-{1 , 2, 4]thiadiazol-5-yl)-3-[2^2^ethoxy-benz 

1 -[2-(2-Methoxy-benzoy!)-4-methyl-phenyl]-3-(3-methyl-[1 ,2,4]thiadiazol-5-yl)-urea 

1 -(3-lsopropyl-[1 ,2, 4]thiadiazol-5-yl}-H2-(2-methoxy-benzoyl)-4-methyl-phenyl]-urea 

1-[2-(2-Methoxy-benzoyl)-4-methyl-phenyq-3-(3-phenyl-[1 f 2,4]thiadiazol-5-yl)-urea 

1-(4-Methyl-2-piperidin-1 -yl-phenyl)-3-[1 f 2,4]thiadiazol-5-yl-urea 
1 5 {5-[3-(4-Methyl-2-piperidin-1 -yl-phenyl)-ureido]-[1 ,2,4]thiadiazol-3-yl}-acetic acid 

N^5-[3-(4-Methyl-2-piperidin-1-y^ 

methanesutfonamide 

H3-Methoxy-[1 f 2 t 4]thiadiazol-5-yl)-3-(4-methyl-2-piperidin-1 -yl-phenyl)-urea 

1-(3-Ethyl-[1,2,4]thiadiazol-5-yl)-3-(^^ 
20 1 -(4-Methyl-2-piperidin-1 -yl-phenyl)-3-(3-methyi-t1 ,2,4]thiadiazol-5-yl)-urea 

1-(3-l$opropyl-[1,2 p 4]thiadiazoI-^ 
. 1-(4-Methyl-2-piperidin-1 -yl-phenyl)-3-(3-phenyl-[1 ,2,4]thiadiazol-5-yl)-urea 

1 -(2-Cyclopentanecarbonyl-4-fluoro-phenyl)-3-[1 ,2,4]thiadiazol-5-yI-urea 

{5-[3-(2-Cyclopentanecarbonyl-4-fluoro-phenyl)-ureido]-t1 ,2,4]thiadiazol-3-yl}-acetic acid 
25 N^543^2-Cyclopentanecarbonyl^fluo 

methanesutfonamide 

1 -(2-Cyclopentanecarbonyl-4-fIuoro-phenyl)-3-(3-methoxy-[1 p 2,4]thiadiazol-5-yl)-urea 
1-(2-Cyclopentanecarbonyl-4-fluoro-phenyl)-3-(3-ethyl-[1 ,2,4]thiadiazol-5-yl)-urea 
1-(2-Cydopentanecarbonyl^fluoroi>henyI)-3^ 

30 1 -(2-Cyclopentanecarbonyl-4-fluoro-phenyl)-3-(3-isopropyl«[1 p 2,4]thiadiazol-5-yl)-urea 
1-(2-Cydopentanecarbonyl-^fluoro-phenyl)-3-(3-phenyt-[1 f 2 f 4]thiadiazol-5-yl)-urea 
1 -(4-Fluoro2-isobutoxy-phenyl)-3-[1 , 2,4]thiadiazol-5-yl-urea 
{5-[3-(4-Fluoro-2-isobutoxy-phenyl)-ureido]^^ acid 
N-{5-[3-(4-Fluorch2-isobutoxy-phenyl)-ureido]-[1 t 2 t 4]thiadiazoi-3-yimethyl}- 

35 methanesutfonamide 
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1 -(4-Fluoro-2HSobutoxy-phenyl)-3-(3-methoxy-[1 ,2,4]thiadiazol-5-yl)-urea 
1 -(3-Ethyl-[1 l 2,4]thiadiazol-5-yl)-3-(4-fIuoro-2Hsobutoxy-phenyl)-urea 
1 -(4-Fluoro-2-isobutoxy-phenyl)-3-(3-methyl-[1 ,2,4]thiadiazol-5-yl)-urea 
1 -(4-Fluoro-2-isobutoxy-phenyl>-3-(3-isopropyl-[1 ,2,4]thiadiazol-5-yl)-urea 
5 1 -(4-Fluoro-2nsobutoxy-phenyl)-3-(3-phenyl-[1 , 2,4]thiadiazol-5-yl)-urea 
1 -[4-Huoro-2-(2-methoxy-benzoyl)-phenyll-3-[1 ,2,4]thiadiazol-5-yl-urea 
(5^3-[4-Fluoro-2-(2-methoxy-benzoyl)^ acid 
N-(5^3^4-Ruoro-2-(2-methoxy^^ 
methanesulfonamide 

1 0 1 -[4-Fluoro-2-(2-methoxy-benzoyl)-phenytl-3-(3-methoxy-[1 ,2,4]thiadiazol-5-yl)-urea 
1 -(3-Ethyl-[1 ,2 f 4]thiadiazol-5-yl)-3-[4-fluoro-2-(2-methoxy-benzoyl)-phenyl]-urea 
1 -[4-Fluoro-2-(2-methoxy-benzoyl)-phenyl]-3-(3-methyl-[1 ,2,4]thiadiazol-5-yl)-urea 
1-[4-Fluoro-2-(2-methoxy-benzoyl)-phenyl]-3-(3-isopropyl-[1 ,2,4]thiadiazol-5-yl)-urea 
1-[4-Fluoro-2-(2-methoxy-benzoyl)-phenyl]-3-(3-phenyl-[1 ,2,4]thiadiazol-5-yi)-urea 

1 5 1 -(4-Fluoro-2-piperidin-1 -yl-phenyl)-3-[1 ,2,4]thiadiazol-5-yt-urea 

{5-[3-(4~Fluoro-2-piperidin-1 -yt-phenyl)-ureidoH1 ,2,4]thiadiazol-3-yl}-acetic acid 

N^5-[3-(4-Fluoro-2-piperidin-1-yl-phenyl)-ureido]-[1 t 2,4]thiadiazol-3-ylm 

methanesulfonamide 

1 -(4-Fluoro-2-piperidin-1 -yl-phenyl)-3-(3-methoxy-[1 ,2,4]thiadiazol-5-yl)-urea 
20 1 -(3-Ethyl-[1 ,2 r 4]thiadiazol-5-yl)-3-(4-fluoro-2-piperidin-1 -yl-phenyl)-urea 
1 -(4-Fluoro-2-piperidin-1 -yl-phenyl)-3-(3-methyH1 ,2 t 4]thiadiazoI-5-yl)-urea 
1 -(4-Fluoro2-piperidin-1 -yl-phenyl)-3-(3-isopropyl-[1 f 2 f 4]thiadiazol-5-yl)-urea 
1-(4-Fluoro-2i>iperidin-1-yI-phenyl)-3-(3-phenyl-[1 ^^thiadiazol-S-ylJ-urea 
1 -(2-Cyclopentanecarbonyl-4-morpholin-4-yl-phenyl)-3-[1 # 2,4]thiadiazol-5-yl-urea 
25 {5-[3-(2-Cydopentanec»rbonyl^morphoIin^-yl-phenyl)-ureido]-[1,2 t 4]thi 
acid 

N-{543^2-Cyciopentanerartx>nyM-morphoti^ 
ylmethylj-methanesulfonamide 
1-(2-Cydopentanecart)onyI^morpho!in^yl-phen^ 
30 urea 

1-(2-CydopentanerarbonyM-morpholin^-yl-pheny^ 
1-(2-CyclopentanerarbonyM-morpholi^ 
1-(2-CydopentanecarbonyM-morpholin^yl-phen^ 
urea 

35 1 -(2-Cydopentanecarbonyl-4-morpholin-4-yl-phenyl)-3-(3-phenyl-[1 ,2,4]thiadiazol-5-yl)-urea 
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1 -(2-Isobutoxy-4-morpholin-4-yl-phenyl)-3-[1 , 2 f 4]thiadiazol-5-yl-urea 
{5-[3^2-!sobutoxy-4-morpholin-4-yl-phenyl)-ureidoH1 ,2,4]thiadiazol-3-yl}-acetic acid 
N^5-[3^2-lsobutoxH-m^ 
methanesulfonamide 

5 1 ^2-lsobutoxy-4^orpho!irHi-yl-phenyl)-3-(3-methoxy-[1 ,2,4]thiadiazol-5-yl}-urea 
1 -(3-Ethyl-[1 t 2 t 4]thiadiazol-5-yI)-3-(2-isobutoxy^moipholin-^yl-phenyl)HJrea 
1 -(2Msobutoxy^rm>ipholin^yl-phenyl)-3-(3-methyl-[1 ,2 f 4]thiadiazol-5-yl)-urea 
1 -(2-lsobutoxy-4^orpho!in^-yl-phenyl)-3-(3HsopropyK1 ,2,41thiadiazol-5-yl)-urea 
1 -(2-lsobutoxy-4-morpholin-4-yl-phenyl)-3-(3-phenyl-[1 ,2,4]thiadiazol-5-yl)-urea 
1 0 1 -[2-(2-Methoxy-benzoyl)-4-morpholin-4-yl-phenyl]-3-[1 ,2,4]thiadiazol-5-yl-urea 
(543-[2^2-Methoxy-benzoyl)^morpM 
. acid 

N-(5^3^2-(2-Methoxy-benzoylH-™^ 

ylmethyl)-methanesulfonamide 
1 5 1 -[2-(2-Memoxy-benzoyl)^morphoiin^yl-phenyn-3-(3-methoxy-[1 ,2,4]thiadiazol-5-yl)-urea 

1-(3-Ethyl-[1,2,4]thiadiazol-5-yl^ 

1 -[2-(2-Methoxy-benzoyl)^™ 

1-(3-lsopropyl-[1 ,2 t 4]thiadiazol-5-yl)-3-[2-(2-metho^^ 

1"t2-(2-Methoxy-benzoylH-^onpholin^-yl-phenyO-3-(3-phenyl-[1,2,4]th 
20 1 -(4-Morpho!in-4-yl-2-piperidin-1 -yl-phenyl)-3-[1 f 2,4]thiadiazol-5-yl-urea 

{5-[3-(4-Morpholin-4-yt-2-piperidin-1 -yI-phenyl)-ureido]-[1 , 2,4]thiadiazol-3-yl}-acetic acid 

N-{5-[3-(4-Morpho!in-4-yl-2-piperidin-1-yl-phenyl)-ureido]-t1 ,2,4]thiadiazol-3-ylmethyl}- 

methanesulfonamide 

1 -(3-Methoxy-[1 , 2 ( 4]thiadiazol-5-yl)-3-(4-morpholin-4-yl-2-piperidin-1 -yl-phenyl)-urea 
25 1 -(3-Ethyl-[1 ,2 > 4]thiadiazol-5-yl)-3-(4-morphoIin^yl-2-piperidirv1--yi-phenyl)-urea 
1-(3-Methy!-[1 f 2,4]thiadiazol-5-y!V3-^ 

1 -(3-lsopropyl-[1 ( 2,4]thiadiazol-5-yl)-3-(4-morpholin-4-yl-2-piperidin-1 -yl-phenyl)-urea 
1-(4-Morpho!in^-yl-2-piperidin-1 -yl-phenyl)-3-(3-pheny!-[1 f 2,4]thiadiazol-5-yl)-urea 
4^2-[3-(2-CtyclopentanecarbonyM-me^^ acid 
30 2-[3-(2-Cydopentanecarbonyl^mefo^ 
carboxylic acid 
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BIOLOGICAL ASSAY 

Glucokinase Activity Assay (I) 

Glucokinase activity is assayed spectrometrically coupled to glucose 6-phosphate 
dehydrogenase to determine compound activation of glucokinase. The final assay contains 
5 50 mM Hepes, pH 7.1, 50 mM KCI, 5 mM MgCI 2 , 2 mM dithiothreitol, 0.6 mM NADP, 1 mM 
ATP, 0.195 pM G-6-P dehydrogenase (from Roche, 127 671), 15 nM recombinant human 
glucokinase. The glucokinase is human liver glucokinase N-terminally truncated with an N- 

terminal His-tag ((His) 8 -VEQILA Q466) and is expressed in E.coli as a soluble protein with 

enzymatic activity comparable to liver extracted GK. 

10 The purification of His-tagged human glucokinase (hGK) was performed as follows: 

The cell pellet from 50 ml E. coli culture was resuspended in 5 ml extraction buffer A (25 mM 
HEPES, pH 8.0, 1 mM MgCI 2 , 150 mM NaCI, 2 mM mercaptoethanol) with addition of 0.25 
mg/ml lysozyme and 50 pg/ml sodium azide. After 5 minutes at room temperature 5 ml of 
extraction buffer B (1.5 M NaCI, 100 mM CaCI 2 , 100 mM MgCI 2( 0.02 mg/ml DNase 1, 

15 protease inhibitor tablet (Complete® 1697498): 1 tablet pr. 20 ml buffer) was added. The 
extract was then centrifugated at 15.000 g for 30 minutes. The resulting supernatant was 
loaded on a 1 ml Metal Chelate Affinity Chromatography (MCAC) Column charged with Ni 2 *. 
The column is washed with 2 volumes buffer A containing 20 mM imidazole and the bound 
his-tagged hGK is subsequently eluted using a 20 minute gradient of 20 to 500 mM 

20 imididazol in buffer A. Fractions are examined using SDS-gel-electrophoresis, and fractions 
containing hGK (MW: 52 KDa) are pooled. Finally a gelfiltration step is used for final 
polishing and buffer exhange. hGK containing fractions are loaded onto a Superdex 75 
(16/60) gelfiltration column and eluted with Buffer B (25 mM HEPES, pH 8.0, 1 mM MgCI 2 , 
150 mM NaCI, 1 mM Dithiothreitol). The purified hGK is examined by SDS-gel 

25 electrophoresis and MALDI mass spectrometry and finally 20% glycerol is added before 
freezing. The yield from 50 ml E. coli culture is generally approximately 2-3 mg hGK with a 
purity >90%. 

The compound to be tested is added into the well in final 2.5% DMSO concentration 
in an amount sufficient to give a desired concentration of compound, for instance 1, 5, 10, 25 
30 or 50 pM. The reaction starts after glucose is added to a final concentration of 2, 5 f 10 or 15 
mM. The assay uses a 96-well UV plate and the final assay volume used is 200 pl/well. The 
plate is incubated at 25°C for 5 min and kinetics is measured at 340 nm in SpectraMax every 
30 seconds for 5 minutes. Results for each compound are expressed as the fold activation of 
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the glucokinase activity compared to the activation of the glucokinase enzyme in an assay 
without compound after having been subtracted from a "blank", which is without glucokinase 
enzyme and without compound. The compounds in each of the Examples exhibits activation 
of glucokinase in this assay. A compound, which at a concentration of at or below 30 pM 
5 gives 1.5- fold higher glucokinase activity than the result from the assay without compound, 
is deemed to be an activator of glucokinase. 

The glucose sensitivity of the compounds are measured at a compound 
concentration of 10 pM and at glucose concentrations of 5 and 15 mM. 

While the invention has been described and illustrated with reference to certain 

1 0 preferred embodiments thereof, those skilled in the art will appreciate that various changes, 
modifications and substitutions can be made therein without departing from the spirit and 
scope of the present invention. For example, effective dosages other than the preferred 
dosages as set forth herein may be applicable as a consequence of variations in the 
responsiveness of the mammal being treated for glucokinase-deficiency mediated 

15 disease(s). Likewise, the specific pharmacological responses observed may vary according 
to and depending on the particular active compound selected or whether there are present 
pharmaceutical earners, as well as the type of formulation and mode of administration 
employed, and such expected variations or differences in the results are contemplated in 
accordance with the objects and practices of the present invention. 

20 Glucokinase Activity Assay (II) 

Determination of glycogen deposition in isolated rat hepatoevtes: 

Hepatocytes are isolated from rats fed ad libitum by a two-step perfusion technique. 
Cell viability, assessed by trypan blue exclusion, is consistently greater than 80%. Cells are 
plated onto collagen-coated 96-well plates in basal medium (Medium 199 (5.5 mM glucose) 

25 supplemented with 0.1 pM dexamethasone, 100 units/ml penicillin, 100 mg/ml streptomycin, 
2 mM L-glutamine and 1 nM insulin) with 4 % FCS at a cell density of 30,000 cells/well. The 
medium is replaced with basal medium 1 hour after initial plating in order to remove dead 
cells. Medium is changed after 24 hours to basal medium supplemented with 9.5 mM 
glucose and 10 nM insulin to induce glycogen synthesis, and experiments are performed the 

30 next day. The hepatocytes are washed twice with prewarmed (37°C) buffer A (1 17.6 mM 
NaCI, 5.4 mM KCI, 0.82 mM Mg 2 S0 4 , 1.5 mM KH 2 P0 4 , 20 mM HEPES, 9 mM NaHC0 3 , 
0.1% w/v HSA, and 2.25 mM CaCI 2 , pH 7.4 at 37°C) and incubated in 100 pi buffer A 
containing 15 mM glucose and increasing concentrations of the test compound, such as for 
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instance 1, 5, 10, 25, 50 or 100 pM, for 180 minutes. Glycogen content is measured using 
standard procedures(Agius, Let al, Biochem J. 266, 91-102 (1990). A compound, which 
when used in this assay gives an significant increase in glycogen content compared to the 
result from the assay without compound, is deemed to have activity in this assay. 

5 Glucokinase Activity Assay (III) 

Stimulation of insulin secretion by olucokinase activators in 1NS-1E cells 

The glucose responsive 0-cell line INS-1E is cultivated as described by Asfari M et 
al., Endocrinology, 130 . 167-178 (1992). The cells are then seeded into 96 well cell culture 
plates and grown to a density of approximately 5 x 1 0 4 per well. Stimulation of glucose 

10 dependent insulin secretion is tested by incubation for 2 hours in Krebs Ringer Hepes buffer 
at glucose concentrations from 2.5 to 15 mM with or without addition of glucokinase 
activating compounds in concentrations of for instance 1, 5, 10, 25, 50 or 100 pM, and the 
supernatants collected for measurements of insulin concentrations by ELISA (n= 4). A 
compound, which when used in this assay gives an significant increase in insulin secretion in 

1 5 response to glucose compared to the result from the assay without compound, is deemed to 
have activity in this assay. 
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CLAIMS 

1 . A compound of the general formula (I) 

G 1 



L 1 




A1 >~L* JC 
L-N 
G 

(I) 

5 A 1 is selected from the group consisting of arylene, heteroarylene, fused cycloalkylarylene, 
fused heterocyclylarylene, fused cycloalkylheteroarylene, or fused heterocyctylheteroarylene; 
optionally substituted with one or more substitutents R 23 , R 24 , R 25 , R 28 , and R 27 , wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the group 

consisting of 

1 0 halogen, -C(0)OR 2 , -C(0)R 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , d*-alkyl-Z-, 

C 2 ^-alkenyl-Z- f C 2 .e-alkynyl-Z-, aryl-d.«-alkylene-Z-, heteroaryl-d-e-alkylene-Z- t 
heterocyclyl-d-e-alkylene-Z-, cydoatkyl-d-e-alkylene-Z-, N(R 4 R 5 )-d*-alkylene-Z-, 
R 6 -W 1 -Z-, R 6 -W 1 -d.*-alkytene-Z-, R 6 -W 1 -d*-arylene-Z-, R 6 -W 1 -heteroarylene-Z- t 
RW-heterocyclylene-Z-, R 6 -W 1 -N(R 4 )-Z- > R 6 -N(R 4 )-Z f R^W'-d-e-alkylene-Z-, 

15 heterocyclyl-Z-d-e-alkylene-, heterocyclyl-d-e-alkylene-Z-C^-alkylene-, 

C^io-cydoalkyl-Z-Ci^-alkylene-, <^ 10 -cydoalkyl-d^-alkylene-Z-d.6-alkylene-, 
C3-io-cycloalkyl-arylene-Z- t heterocydyl-arylene-Z-, 
C^io-cycloalkyl-heteroarylene-Z-, heterocyclyl-heteroarylene-Z- f aryl- 
C3-io-cycloalkylene-Z-, aryl-heterocyclylene-Z-, heteroaryl-d-io-cydoalkylene-Z-, 

20 heteroaryl-heterocyclylene-Z-, heterocyclyl-d-io^cloalkylene-Z-, aryl- 

heteroarylene-Z-, heteroaryl-arylene-Z-, aryl-arylene-Z-, heteroaryl-heteroarylene-Z-, 
wherein any mono- or divalent d-e-alkyl, Quo-cydoalkyl, heterocyclyl, aryl or 
heteroaryl moiety can optionally be substituted with one or more substituents 
independently selected from R 2 , and wherein 

25 R 2 and R 3 independently of each other are hydrogen, halogen, hydroxy, 

-CN, -CF 3 , -OCF 3 , -N0 2 . -C{0)OH, -NH 2 , d-e-alkyl, d-e-alkoxy, aryloxy, 
R 6 -Z-, aryi-d-e-alkylene-, heteroaryl-d-e-alkylene-, d-6-alkyl-arylene-, 
d^e-alkyl-heteroarylene-, heteroaryl, or aryl; 
or 
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R 2 and R 3 , when attached to the same nitrogen atom, together with said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
and sulfur, and optionally containing one or two double bonds; 

Z and W 1 independently of each other are a direct bond, -0-, -N(R T )-, 
-N(R 7 )C(R 7 R 8 h -S-, -SO r . -C(0)N(R 7 )-, .N(R 7 )C(Oh -N(R 7 )C(0)C(R 7 R 8 h 
-N(R 7 )CON(R 8 )-, -N(R 7 )SO r , -S0 2 N(R 7 )-. -C(Oh -C(0)-CK -N(R 7 )S0 2 N(R 8 )-, or 
-O-C(O)-, wherein 

R 7 and R 8 in each individual case independently of each other are 

hydrogen or C^-alkyl; and 
R 4 , R 5 , and R 8 independently of each other are selected from the group consisting of 
hydrogen, cyano, halogen, aryl, heteroaryl, heteroaryl-C^-alkylene-, aryl-d-e- 
alkylene-, C^no-cycloalkyl, heterocyclyl optionally substituted with one or more 
Ci^-alkyl, or C^alkyl optionally substituted with halogen, -S(0) 2 CH 3 or COOH; 
or 

R 4 and R 5 may be taken together to form a ring having the formula -(CH 2 ) r Q-(CH 2 ) k - 
bonded to the nitrogen atom to which R 4 and R 5 are attached, wherein 



— N — ' — N — • or — N — ; 
wherein 

R 9 and R 10 independently of each other are selected from 
the group consisting of hydrogen, aryl, C^-alkyl, and 
aryl-alkylene-; 



j and k independently of each other is 1 , 2, 3, or 4; and 

Q is a direct bond, -CH^, -O-, -S-, -S(0 2 h -C(O)-, -C(0)NH-, 

-NHC(O)-, -NHC(0)NH-, -NHSCV, -S0 2 NH-, -C(0)-0-, -0-C(Oh 

-NHS0 2 NH-, 





L 1 is a bond, -D-Ci.«-alkylene-E-, -D- C^-alkenylene-E-, -D- C 2 ^-alkynylene-E-, 
-D-cycloalkylene-E-, -D-heterocyclylene-E-, -0-, -S-, -S(Oh -S(0)2-, 
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•C(OK -N(R 11 h or -C(=N-OR 12 h wherein 

D and E independently of each other are a direct bond, -O- or -S-; 

R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d-e-alkylene-, 

heteroaryl-d^-alkylene-, d^ralkyl-O-C(O)-, aryl-d-e-alkylene-O-C(O)-, 

heteroaryl-d-e-alkylene-0-C(0)-, d-r-alkyl-NH-C(O)-, aryl-d*-alkylene-NH-C(Oh 

heteroaryl-Ct-e-alkylene-NH-C(O)-, d-e-alkyl-SO r , aryl-d*-alkylene-SO r , 

heteroaryl-C^-alkylene-SOz-, aryl-SCV, heteroaryl-SOr. Ct^-alkyl-NH-SOr. 

aryl-C^-alkylene-NH-SOz-. heteroaryl-d-e-alkylene-NH-SOr, d-e-alkyl-C(0)-, 

aryl-d-e-alkylene-C(O)-, heteroaryl-d^-alkylene-C(O)-, d*-alkyl-Y-, aryl-Y-, 

heteroaryl-Y-, aryl-d-e-alkylene-Y-, heteroaryl-d-e-alkylene-Y-, 

N(R 13 )(R 14 )-d*-alkylene-Y-, and R 15 -W 2 -d.6-alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH r , -SO r » 

-N(H)CO-, -N(H)SO r , or-O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 
heteroaryl, d-e-alkyl, d*-alkoxy, aryl-d-e-alkylene-, 
heteroaryl-d-e-alkylene-, aryl-d-e-alkoxy-, heteroaryl-d-e-alkoxy-, 
d-e-alkyl-arylene-, d-e-alkyl-heteroarylene-, d-e-alkoxy-heteroarylene-, or 
d-e-alkoxy-arylene-; 
or 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 )o-X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

o and p are independently of each other are 1, 2, 3, or 4; and 
X is a direct bond, -CH^, -0-, -S-, -S(0 2 )-, -C(O)-, -CON(Hh 
-NHC(Oh -NHCONfH)-, -NHSO r , -S0 2 N(Hh -C(0)-0, -O-C(O)-, 
-NHS0 2 NH- f 
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— N— . — N— » — N— 



„N(H)R 



16 



-N- 



0 2 f 
— N— 



.N-R 16 



R 17 

O^NHR 16 (v N-R 16 R 1B 
— N— • — N— • or — N— 
wherein 

R 16 and R 17 are selected from hydrogen, aryl, heteroaryl, 
d-e-alkyl, d-e-alkoxy, aryl-d*-alkylene-, 
5 heteroaryl-d-e-alkylene-, d-e-alkyl-arylene-, 

d-e-alkyl-heteroarylene-, d-e-alkoxy-arylene-, 
d-e-alkoxy-heteroarylene-, heteroarylaryl-d-e-alkoxy-, or 
aryl-d-e-alkoxy-; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
10 heterocyclyl, d-e-alkyl, heteroaryl-d-e-alkylene-, or aryl-d-e-alkylene-; and 

R 12 is selected from hydrogen, aryl, heteroaryl, d-e-alkyl, aryl-d-e-alkylene-, 
heteroaryl-d-e-alkylene-, d-e-alkyl-arylene-, d-e-alkyl-heteroarylene-, 
d-e-alkoxy-heteroarylene-, or d-e-alkoxy-arylene-; 
G 1 is d-e-alkyl, C^o-cycloalkyl, C^o-cycloalkyl-d-e-alkylene-, d-e-alkenyl, or C 2 -e-alkynyi, all 
15 of which may optionally be substituted with one or more substituents independently selected 
from the group consisting of -CN, -CF 3l -OCF 3 , -OR 18 , -NR 18 R 19 , d-io-cycloalkyl and 
d-e-alkyl, wherein 

R 1d and R 19 independently of each other are hydrogen, d-e-alkyl, 
heteroaryl-d-e-alkylene-, aryl-d-e-alkylene-, d-e-alkyl-arylene-, 
20 d-e-alkyl-heteroarylene-, heteroaryl, or aryl; 

or 

R 13 and R 19 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
25 optionally containing one or two double bonds; 
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or 

G 1 is aryl, heteroaryl, heterocyclyl, fused cycloalkylheteroaryl, fused hetenocyclylaryl, fused 
arylheterocyclyl, or fused cycloalkylaryl, all of which may optionally be substituted with one or 
more substituents selected from R 40 , R 4 \ and R 42 ; 
5 L 2 is a direct bond, d^-alkylene, C 2 *-alkenylene, d-e-alkynylene, -NfR 20 )-, -d-e-alkylene- 
NfR 20 )-, -C^-alkenylene-fsKR 20 )-, -C^-alkynylene-NfR 20 )-, wherein 
R 20 is hydrogen, or 

R 20 is Ci^alkyl, C 2 *-alkenyl, C 2 *-alkynyl, cycloalkyl-W 3 -, heterocyclyl-W 3 -, aryl-W 3 -, 
heteroaryl-W 3 -, optionally substituted with one or more substituents R 30 , R 31 , and 
10 R 32 wherein 

W 3 is C^-alkylene or a direct bond; 
wherein L 1 and L 2 are attached to adjacent atoms in A 1 ; 
L 3 is -C(0)-, -C{OyC{Oy t -C(0)CH 2 C(0)- or -S(0) 2 -; 
R 1 is hydrogen, or 

15 R 1 is d-e-alkyl, (Walkenyl, C^-alkynyl, cycloalkyl-W 4 -, heterocyclyl-W 4 -, aryl-W 4 -, or 
heteroaryl-W 4 -, 

optionally substituted with one or more substituents R 33 , R 34 , and R 35 wherein 

W 4 is d-e-alkylene or a direct bond; 
G 2 is heteroaryl, fused heterocyclylheteroaryl, or fused cycloalkylheteroaryl, 
20 optionally substituted with one or more substituents R 43 , R 44 , and R 45 , wherein said heteroaryl 
group posesses a nitrogen atom adjacent to the atom joining said heteroaryl group to 
-N(R>; 

or a group of the formula 



O 




25 wherein 

G 3 and G 5 independently of each other are d-a-alkyl, (Walkenyl, C^-alkynyl, 
cycloalkyl-R 22 -, heterocyclyl-R 22 -, aryl-R 22 -, heteroaryl-R 22 -, 
optionally substituted with one or more substituents R 48 , R 47 , and R 48 , wherein 
R 22 is alkylene or a direct bond; and 
30 R 21 is hydrogen, d-e-aikyi, CWalkenyl, C 2 _e-alkynyl, cycloalkyl-W 5 -, or heterocyclyl- 

W 5 -, 

optionally substituted with one or more substituents R 38 , R 37 , and R 38 , or 
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R 21 is aryl-W 5 -, or heteroaryl-W 5 -, optionally substituted with one or more 
substituents R 49 , R 50 , and R 51 , wherein 

W 5 is Ci^-alkylene or a direct bond; 

wherein 

5 R 30 , R 3 \ R 32 , R 33 , R 34 , R 35 , R 38 , R 37 , and R 38 independently of each other are selected from 
-CHF 2 , -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -S(0) 2 CF 3 , -SCF 3 , -OR 52 , -NR^R 53 , 
-SR** -NR^OfcR 53 , -SfOfcNR^R 53 , -SfOJNR^R 53 , -S<0)R 52 , -S^feR 52 , -CfONR^R 53 , 
-OCtOJNR^R 53 , -NR^OJR 53 , -CH.CtOJNR^R 53 , -OC^CtONR 5 ^ 53 , -CH^R 52 , 
-CH 2 NR 52 R 53 , -OCfOJR 52 , -CfOJR^and -C(0)OR 52 ; or 

10 CWaikenyl and C^e-alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3> -OCF 3 , -OR 52 , -NR^R 53 and C^-alkyl; or 
C^o-cycloalkyl, C^-cycloalkenyl. heterocyclyl, C^crcydoalkyl-C^-alkylene-. 
Cs-10-cydoalkyl-C^-aIkoxy-, C^o-cycloalkytoxy, Q^o-cycloalkyl-C^-alkylthio-, 
Ca.io-cycloalkylthio, C^o-cydoalkyl-C^alkenylene-, C^io-cycloalkyl-C^-alkynylene-, 

1 5 C^-cycloalkenyl-Ci-e-alkylene-, C^-cycloalkenyl-C^-alkenylene-, 

C^-cycloalkenyl-C^alkynylene-, heterocyclyl-C^-alkylene-, heterocydyt-C 2 .e-alkenylene-, 
heterocyclyl-CWalkynylene-, aryl, aryloxy, aryloxycarbonyl, aroyt, aryl-Ci-e-alkoxy-, 
aryl-d-e-alkylene-, aryl-C 2 ^-alkenylene- t aryl-C^-alkynylene-, heteroaryl, 
heteroaryl-C^-alkylene-, heteroaryl-C^-alkenylene- and heteroaryl-C 2 ^-alkynylene- f of 

20 which the aryl and heteroaryl moieties optionally may be substituted with one or more 

substituents selected from halogen, -C(OpR 52 , -CN, -CF 3 , -OCF 3 , -N0 2f -OR 52 , -NR^R 53 and 
Ci^-alkyl, wherein 

R 52 and R 53 independently of each other are hydrogen, C^-alkyl, aryl-Ci*-alkylene- 
heteroaryl-Cn-e-alkylene- heteroaryl, or aryl; 
25 or 

R 52 and R 53 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds; 
30 R 40 , R 41 , R 42 , R 43 , R 44 , R 45 , R 48 , R 47 , R 48 , R 49 , R 50 and R 51 independently of each other are 
-CN, -N0 2 , -S(0) 2 CF 3| -SCF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR^OfcR 55 , -Sp^NR^R 55 , 
-SfOJNR^R 55 , -SCOJR 54 , -SfOfeR 54 , -CfOJNR^R 55 , -OCfOJNR^R 55 , -NR^CfOR 55 , halogen, 
-S-C^-alkylene-OR 54 , -SfO^C^-alkylene-OR 54 , -C^alkylene-S-R 54 , 
-C 1 ^-alkylene-S(0)R 54 , -C^-alkylene-SfO^R 54 , -C^alkylene-N^StOfeR 55 , 
35 -NfR^SfOfeR 55 , -C^-alkylene-CN, 
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-C^alkylene-CfOJNR^R 55 . -C^-alkylene-NfR^C^R 55 . -N^CfOJR 55 . 

-C^-alkylene-NtR^cpjNR^.-C^alkylene-NH^N^NR^R 56 . 

-C^alkylene-N^MOJOR 55 . -NtR^JCtOpR^.-d^alkylene-C^JOR 54 , 

-C^alkylene-NfR^SfOfeR 55 , -OCH^OJNR^R 55 . -©(CH^OR 54 , -C^-alkylene-O-R 54 . 
5 -C^lkylene-CfOJR 54 , -Ce-alkylene-NR^R 55 , -C^NR^J-O-R 55 , -C^OR^CKOJOR 55 . 

-C(=N(OR 54 ))C(0)R S5 ,-C 1< -alkylene-C(=N(OR 54 ))C(0)R 55 .-C«-alkyIene=N-0-R 54 . 

-C^alkylene-NCR^O^R 56 . -NCR^S^NR^R 56 . -N^JS^R^.-OCtOJR 54 . 

-Cmralkylene-CtONtR^StO^R 55 , -C(0)N(R 54 )S(0) 2 R 55 .-C 1 ^alkyIene-C(R 54 )=N-OR 55 . 

-NHC(=NR 54 )NR 55 R 56 ,-C 1 ^-alkylene-NHC(=NR 54 )NR 54 R 55 . -Ci- 6 -alkylene-N=C(N(R 54 R 55 )) 2 . 
10 -N=C(N(R 54 R S5 )) 2 . -CtOR^and -C(0)OR*; or 

C^-alkyl, (Walkenyl and C^-alkynyl, each of which may optionally be substituted with one 

or more substituents independently selected from halogen, R 54 , -CN, -CF 3 , -OCF 3 , -OR 5 *, - 

CfOJOR 54 , -NR^R 55 and Ce-alkyl; or 

C3. 10 -cycloalkyl, C«-cycloalkenyl, heterocyclyl, Cwo-cycloalkyl-C^-alkylene-, 
1 5 Ca-w-cydoalkyl-d^-alkoxy-, Cwo-cycloalkyloxy. C^o-cydoalkyl-Ci^alkylthio-. 

C3.,o-cycloalkylthio,C3.io-cycloalkyl-C2^-alkenylene-, Cs-io-cycloalkyl-Cj^-alkynylene-, 
C-w-cycloalkenyl-Ci^-alkylene-.C^-cycloalkenyl-Cz^-alkenylene-, 
C«-cycloalkenyl-C 2 4ralkynylene-, heterocyclyi-C^-alkylene-, heterocyclyl-C 2 ^-alkenylene-, 
heterocyclyKWalkynylene- of which the heterocyclyl moieties optionally may be substituted 
20 with one or more substituents independently selected from R 70 ; or 

aryl, aryloxy, aryloxycarbonyl. aroyl, aryl-C^-alkoxy-, aryl-C^-alkylene-, 
aryl-Cwralkenylene-, aryl-C 2< -alkynyiene-, heteroaryl, heteroaryl-Cm-alkylene-, heteroaryl-S- 
Ci^-alkylene-, heteroaryl-Ca-a-alkenyiene- and heteroaryl-Ca^-alkynylene-, of which the aryl 
and heteroaryl moieties optionally may be substituted with one or more substituents selected 
25 from halogen, -CfOJOR 5 *, -CN, -CF 3 , -OCF 3 . -N0 2 , -OR 5 *, -NR^ 55 or C^-alkyl. wherein 

R 54 - R 55 and R 56 independently of each other are hydrogen, C^-alkyl.-SKC^-alkyOs, 
d^-alkyl-arylene-, Ci^-alkyl-heteroarytene-, aryl-C^-alkylene-, 
heteroaryl-Ci^-alkylene-, heterocyclyl, heterocyclyl-Ci^-alkylene-, heteroaryl, or aryl, 
each of which is optionally substituted with one or more substituents independently 
30 selected from R 71 ; 

or 

R 54 and R 55 independently of each other are hydrogen or -(CHR 72 ) U -(CHR 73 ) V -W 8 , 
wherein 

uisO, 1 or 2; 
35 v is 0. 1 or 2; 
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R 72 and R 73 independently of each other are hydrogen, d-e-alkyl. 
d-e-alkyl-arytene- aryt, hydroxy, hydroxyalkyl, -C(0)0-R 75 , amino, or 
aminoalkyl; 

W 6 is hydrogen, -O-R 75 , -CfOJO-R 75 , -C(0)-R 75 , -CONR 75 R 76 , -NR 75 R 78 , 
5 -NHChfeCfOJR 75 , -NHC(0)R 75 , -NHC(0)OR 75 , -S(0) 2 R 75 , -NHSfO^R 75 , 

alkylamino, or dialkyiamino, or 

W 6 is a five or six membered ring wherein at least one ring atom is nitrogen 
and the remaining ring atoms are either carbon or oxygen or optionally 
substituted with d-e-alkyl, -C(0)0-R 75 t -(CH 2 )^C(0)0-R 75 , =0; 
10 or 

W 6 is phathalimido or heterocyclyL 

or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
15 one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 

optionally containing one or two double bonds, and optionally substituted with one or 
more d-e-alkyl groups; 

R 70 is =0, -C(0)CH 3 , , -S(0) 2 CH 3 , -CF 3 , -C(0)0-R 75 , -(CH 2 )^C(0)0-R 75 or 
d-e-alkyl; 

20 R 71 is =0, C^-alkyl, cycloalkyl, -C(0)0-R 75 , ^(CH 2 ) 1 ^C(0)0-R 75 , -(CH 2 )^NR 75 R 76 , 

-OH or amino; 

R 75 and R 76 independently of each other is hydrogen, halogen, -OH, -CF 3 , or 
C^alkyl optionally substituted with -NH 2 ; 



25 or a pharmaceutical^ acceptable salt, solvate, or prodrug thereof 
2. A compound according to claim 1 , wherein 

A 1 is arylene or heteroarylene, optionally substituted with one or more substitutents R 23 , R 24 , 

R 25 , R 26 , and R 27 , wherein 

R 23 , R 24 , R 25 , R 28 , and R 27 independently of each other are selected from the group 
30 consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, 
C^-alkenyl-Z-, CWalkynyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, heteroaryl-Z-, 
aryl-d-e-alkylene-Z-, heteroaryl-Ci-e-alkylene-Z-, heterocyclyl-d-e-alkylene-Z-, 
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cycloalkyl-d^alkylene.Z., N^R^d^alkylene-Z-, RW-Z-, RW-NfR 4 )^-, R 8 - 
N(R 4 )-Z, and RW-d-e-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in claim 1. 

3. A compound according to claim 2, wherein 

A 1 is C<Mo-arylene or C^o-heteroarylene, optionally substituted with one or more 
substitutents R 23 , R 24 , R 25 , R 28 , and R 27 , wherein 

R 23 , R 2 \ R 25 , R 28 , and R 27 independently of each other are selected from the group 

consisting of 

halogen, -C(0)OR 2 . -CN, -CF 3 . -OCF 3 , -N0 2 , -OR 2 , -I^R 3 , d^-alkyl-Z-, 
C 2 ,6-alkenyl-Z- t d-6-alkynyl-Z-, cycloalkyl-Z-» heterocyciyl-Z-, aryl-Z-, heteroaryl-Z-, 
aryl-Ci^-alkylene-Z- f heteroaryl-d-e-alkylene-Z-, heterocyclyl-d-e-alkylene-Z-, 
cycloalkyi-d*-alkylene-Z-, N(R 4 R 5 )-d-e-alkylene-Z-, R 8 -W 1 -Z-, R'M/V'-NtR^-Z-, R e - 
N(R 4 )-Z, and R 8 -W 1 -d-e-alkylene-Z-, wherein 

R 2 , R 3 , R 4 , R 5 V R 8 , Z, and W 1 are as defined in claim 1. 

4. A compound according to claim 3 wherein 

A 1 is phenylene optionally substituted with one or more substitutents R 23 , R 2 \ R 25 , R 26 , and 
R 27 , wherein 

R 23 , R 24 , R 25 , R 28 , and R 27 independently of each other are selected from the group 
consisting of 

halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2f -OR 2 , -NR 2 R 3 , d*-alkyl-Z-, 
C 2 -6-alkenyl-Z-, C 24r alkynyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, heteroaryl-Z-, 
aryl-Ci-e-alkylene-Z-, heteroaryl-d-e-alkylene-Z-, heterocydyl-Ci-e-alkylene-Z-, 
cycloalkyl-d-e-alkylene-Z-, N(R 4 R 5 )-d*-aIkylene-Z-, R 6 -W 1 -Z-, R 8 -W 1 -N(R 4 )-Z-, R 8 - 
N(R 4 )-Z, and R 6 -W 1 -d^-alkylene-Z-, wherein 
R 2 , R 3 , R 4 , R 5 , R 8 , Z, and W 1 are as defined in claim 1. 

5. A compound according to claim 4 of the formula (la) 
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Formula (la) 



wherein L\ G\ L 2 , L 3 , R\ G 2 and R 25 are as defined in claim 1. 



6. A compound according to claim 4 of the formula (lb) 




Formula (lb) 



wherein L\ G\ L 2 t L 3 , R\ G 2 and R 24 are as defined in claim 1. 



7. A compound according to any one of the claims 1 to 6, wherein 

R 23 , R 24 , R 25 , R 28 , and R 27 independently of each other are selected from the group 
consisting of 

10 halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR^, CWalkyl-Z-, 

cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, or heteroaryl-Z-, N(R 4 R 5 )-C 14r atkylene-Z- f 
R 6 -W 1 -Z-, R 6 -W^N(R 4 )-Z- t R 6 -N(R 4 )-Z, and R 6 -W 1 -Cnralkylene-Z-, wherein 
R 2 , R 3 , R 4 t R 5 , R 6 , Z, and W 1 are as defined in claim 1. 

8. A compound according to claim 7 wherein 

15 R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the group 

consisting of 

halogen, -CN, -CF 3f -OR 2 , -NR 2 R 3 , C^-alkyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, 
aryl-Z-, or heteroaryl-Z-, R 6 -W 1 -Z-, R 6 -W 1 -N(R 4 )-Z-, R 9 -N(R 4 )-Z ( and 
R^W^C^-alkylene-Z-, wherein 
20 R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in claim 1. 



9. a compound according to claim 8 wherein 

R 23 , R 24 , R 25 , R 28 , and R 27 independently of each other are selected from the group 
consisting of 
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halogen, -OR 2 , -NR 2 R 3 , d^-alkyl-Z-, R 8 -W 1 -Z-, and RW-C^-alkylene-Z-, wherein 
R 2 , R 3 , R 4 , R 5 , R 0 , Z, and W 1 are as defined in claim 1. 
10. A compound according to claim 9 wherein 

R 23 , R 24 , R 25 , R 26 , and R 27 independently of each other are selected from the group 
5 consisting of 



1 1 . A compound according to any one of the claims 1 to 10, wherein 

R\ R 5 , and R 6 independently of each other are selected from the group consisting of 
hydrogen, aryl, C^ralkyl, heteroaryl-C 1 _ 6 -alkylene-, and aryl-C^-alkylene-. 

10 1 2. A compound according to claim 1 1 f wherein 

R 4 , R 5 , and R e independently of each other are hydrogen or C^-alkyl. 

13. A compound according to claim 12, wherein 

R 4 , R 5 , and R 8 are hydrogen. 

14. A compound according to any one of the claims 1 to 9, wherein 

15 R 4 and R 5 is taken together to form a ring having the formula -(CH 2 )j-Q-(CH 2 ) k - 



F, CI, Br, and methyl. 



bonded to the nitrogen atom to which R 4 and R 5 are attached, wherein 
j and k independently of each other is 1 , 2, 3, or 4; 
Q is a direct bond, -CHz-, -O-, -S-, -S(0 2 h -C(O)-, -C(0)NH-, -NHC(OK 
-NHC(0)NH-, -NHSCV, -S0 2 NH-, -C(0)-0-, -0-C(OK -NHS0 2 NH-, 




R 



,1° 



20 





— N— 



N— R 



»9 



or 



— N— 



R 



»9 



wherein 



R 9 and R 10 independently of each other are selected from the 
group consisting of hydrogen, aryl, C^-alkyl, and aryl-C^-alkyl-. 



15. A compound according to claim 14, wherein 
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Q is a direct bond. -CHj-, -O. -S-. -S(0 2 >-. -C{Oy, -C(0)NH-, -NHC(O)-. 
-NHC(0)NH-, -NHSOr. -S0 2 NH-, -C(0)-0-, -O-C(O)-, -NHS0 2 NH-, 

Y °y° r9 o 2? - R9 ojf"™* o 2f ' N - Re 

— N— . — N— • — N— • — N— • — N— • 

f 

C>Y NHr9 Oy-R' R 9 
— N— ' — N— • or — N— '■ 

wherein 

R 9 and R 10 independently of each other are hydrogen or d-e-alkyl. 

16. A compound according to claim 15, wherein 

Q is a direct bond. -CHz-. -O-. -S-. -S(0 2 )-. -C(Oh -C(0)NH-, -NHC(O)-. 
-NHC(0)NH-. -NHSOr, -S0 2 NH-. -C(0)-0-. -O-C(O)-, -NHS0 2 NH-, 

Y °Y° H o 2 f H ojf m > 

— N— • — N— • — N— • — N— 



O^NH 2 lj» 

_ n— . or — n — ; 



10 17. A compound according to claim 16, wherein Q is a direct bond. 

18. A compound according to any one of the claims 1 to 17, wherein 

W 1 is a direct bond, -0-, -C(OK -NH-, -S-, -SO r . -C(0)NH-, -NHC(Oh 
-N(H)COIM(H>-, -N(H)S02-, -S0 2 N(H)-. -C(0)-0-. -IM(H)S0 2 N(H)-, or -O-C(O)-. 

19. A compound according to claim 18, wherein 

15 W 1 is a direct bond. -0-, -C(0)-. -SO r , -C(0)NH-. -NHC(O)-. -N(H)SO r , -C(0>O-, 

or -O-C(O)-. 

20. A compound according to claim 19, wherein W 1 is a direct bond or -C(0)-0-. 



21 . A compound according to claim 20, wherein W 1 is a direct bond. 
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22. A compound according to claim 7, wherein 

at least one of R 23 , R 24 f R 25 , R 26 , and R 27 is halogen, -C(O)0R 2 , -CN, -CF 3 , -OCF 3 , 
-N0 2 , -OR 2 , -NR 2 R 3 , C-e-alkyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, or 
heteroaryl-Z-, wherein 
5 R 2 , R 3 , and Z are as defined in claim 1. 

23. A compound according to claim 22, wherein 

at least one of R 23 , R 24 , R 25 , R 28 , and R 27 is halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , 
-N0 2 , -OR 2 . -NR 2 R 3 , C^-alkyl-Z-, C^o-cycloalkyl-Z-, Ca-io-heterocyclyl-Z-, 
C^uj-aryl-Z-, or C3_ 10 -heteroaryl-Z-, wherein 
1 0 R 2 , R 3 , and Z are as defined in claim 1 . 

24. A compound according to claim 23, wherein 

at least one of R 23 , R 24 , R 25 , R 26 , and R 27 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , 
-NR 2 R 3 , C^-alkyl-Z-, Ca-io-cycloalkyl-Z-, Ca-io-heterocyclyl-Z-, Cs-io-aryl-Z-, or 
C^to-heteroaryl-Z-, wherein 
15 R 2 , R 3 , and Z are as defined in claim 1 . 

25. A compound according to claim 24, wherein 

at least one of R 23 , R 24 , R 25 , R 28 , and R 27 is F, CI, Br, or methyl. 

26. A compound according to claim 24, wherein 

at least one of R 23 , R 24 , R 25 , R* and R 27 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , or 
20 -NR 2 R 3 , wherein 

R 2 , R 3 , and Z are as defined in claim 1 . 

27. A compound according to any one of the claims 1 to 26, wherein 

R 2 and R 3 independently of each other are hydrogen, C^-alkyl, aryl-C^-alkylene-, 
heteroaryl-C^-alkylene-, C^-alkyl-arylene-, C^-alkyl-heteroarylene-, heteroaryl, or 
25 aryl. 



28. A compound according to claim 27, wherein 

R 2 and R 3 independently of each other, are hydrogen, C^-alkyl, aryl-C^-alkylene- 
or aryl. 
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29. A compound according to claim 28, wherein 

R 2 is hydrogen or C^-alkyl. 

30. A compound according to claim 29, wherein 

R 2 is hydrogen. 

5 31 . A compound according to any one of the claims 1 to 30, wherein 
R 3 is hydrogen or Ci^-alkyl. 

32. A compound according to claim 31, wherein 

R 3 is hydrogen. 

33. A compound according to any one of the claims 1 to 22, wherein 

10 R 2 and R 3 , when attached to the same nitrogen atom, together with said nitrogen 

atom may form a 3 to 8 membered heterocyclic ring optionally containing one or two 
further heteroatoms selected from nitrogen, oxygen and sulfur, and optionally 
containing one or two double bonds. 

34. A compound according to any one of the claims 1 to 33, wherein 

15 Z is a direct bond, -O-, -NH-, -NHCHz-, -S-, -SCV, -C(0)NH-, -NHC(O)-, 

-N(H)CON(H)-, -N(CH 3 )CONH-, -N(H)SO r . -S0 2 N(H)-, -C(0)-0-, -N(H)S0 2 N(H)-, or 
-O-C(O)-. 

35. A compound according to claim 34, wherein 

Z is a direct bond, -O, -S-, -SO r , -C(0)NH-, -NHC(O)-, -N(H)SO r . -C(0)-0-, 
20 -N(H)S02N(H)-, or -O-C(O)-. 

36. A compound according to claim 35, wherein 

Z is a direct bond, -NHC(Oh or -NHS(0) r . 



37. A compound according to claim 2, wherein 
A 1 is 
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, wherein 

R 23 , R 24 , R 25 , and R 26 , independently of each other, are hydrogen or as defined in claim 1 . 



38. A compound according to claim 37, wherein 

R 23 , R 2 \ R 25 , and R 26 independently of each other are selected from the group 
5 consisting of 

halogen, -CJOJOR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 2 , -NR 2 R 3 , C^alkyl-Z-, 
cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, or heteroaryl-Z-, N(R 4 R 5 )-C 1 -6-alkylene-Z-, 
rM/V'-Z-, R e -W 1 -N(R 4 )-Z-, R 6 -N(R 4 )-Z-, and R^-d^alkylene-Z-, wherein 
R 2 , R 3 , R 4 , R 5 , R 6 , Z, and W 1 are as defined in claim 1. 



10 39. A compound according to claim 37 or 38, wherein 

R 4 , R 5 , and R e independently of each other are selected from the group consisting of 
hydrogen, aryt, C^-alkyl, heteroaryl-C^-alkylene-, and aryl-C^-alkylene-. 



40. A compound according to claim 39, wherein 

R 4 , R 5 , and R 6 independently of each other are hydrogen or Chalky!. 



15 41 . A compound according to claim 40, wherein 
R 4 , R 5 , and R 6 are hydrogen. 



42. A compound according to claim 37 or 38, wherein 

R 4 and R 5 is taken together to form a ring having the formula -(CH 2 ) r Q-(CH 2 ) k - 
bonded to the nitrogen atom to which R 4 and R 5 are attached, wherein 
20 j and k independently of each other is 1 , 2, 3, or 4; 

Q is a direct bond, -CHz-, -0-, -S-, -S(0 2 h -C(Oh -C(0)NH-, -NHC(O)-, 
-NHC(0)NH-, -NHSOr. -S0 2 NH-, -C(0)-0-, -O-C(O)-, -NHS0 2 NH-, 
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y' °Y 0R ' of* of*"*' of** 



-N— . — N— . — N — • — N— • — N- 



O^NHR 9 O^N-R 9 R 9 
— N — • — N — • or — N — : 

wherein 

R 9 and R 10 independently of each other are selected from the 
group consisting of hydrogen, aryl, d^-alkyl, and arylalkyl-. 

5 43. A compound according to claim 42, wherein 

Q is a direct bond. -CHr, -O-, -S-, -S(0 2 )-, -C(O)-, -C(0)NH-, -NHC(O)-, 
-NHC(0)NH-, -NHSOr. -S0 2 NH-, -C(0)-0-, -0-C(0)-, -NHS0 2 NH-, 

R 10 

Oy R9 °Y° R9 Oyf"* 0^ N(H)R9 0 2? ' N ~ r9 
— N — . — N— • — N— • — N— ■ — N— • 

R 10 

O^NHR 9 O^N-R 9 R 9 
— N — • — N — • or — N — - 

wherein 

1 0 R 9 and R 10 independently of each other are hydrogen or alkyl. 

44. A compound according to claim 43, wherein 

Q is a direct bond, -CH r . -O-, -S-, -S(0 2 )-, -C(Oh -C(0)NH-, -NHC(O)-, 
-NHC(0)NH-, -NHSOz-. -S0 2 NH-, -C(0>0-, -0-C(0)-, -NHSOzNH-, 

Oy H °Y° H °*f NH2 

— N— . — N— • — N— • — N— 



— N— • or — N- 



15 



45. A compound according to claim 44, wherein 
Q is a direct bond. 
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46. A compound according to any one of the claims 37 to 45, wherein 

W 1 is a direct bond, -O-, -C(OK -NH-, -S-, -SO r , -C(0)NH-, -NHC(O)-, 
-N(H)CON(Hh -N(H)SO r , -S0 2 N(H)-, -0(0)0-, -NMSO^H)-, or -O-C(O)-. 

5 47. A compound according to claim 46 wherein 

W 1 is a direct bond, -O-, -C(O)-, -SO r . -C(0)NH-, -NHC(O)-, -N(H)SO r . -C(0)-O-, 
or-O-C(O)-. 

48. A compound according to claim 47, wherein 
W 1 is a direct bond, or -C(0)-0-. 

10 49. A compound according to claim 48, wherein 
W 1 is a direct bond. 

50. A compound according to claim 37, wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -CF 3f -OCF 3 . -N0 2 , 
-OR 2 , -NR 2 R 3 , C^ralkyl-Z-, cycloalkyl-Z-, heterocyclyl-Z-, aryl-Z-, or heteroaryl-Z-, 
15 wherein 

R 2 , R 3 , and Z are as defined in claim 37. 

51 . A compound according to claim 50, wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -CF 3 , -OCF 3 , -N0 2 , 
-OR 2 , -NR 2 R 3 , C^-alkyl-Z-, C^o-cycloalkyl-Z-, C^io-heterocyclyl-Z-, C^o-aryl-Z-, or 
20 Cs-10-heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined in claim 37. 

52. A compound according to claim 51, wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , 
-NR 2 R 3 , Ci-e-alkyl-Z-, C^o-cycloalkyl-Z-, C^Krheterocyclyl-Z-, C3-io-aryl-Z-, or 
25 C^io-heteroaryl-Z-, wherein 

R 2 , R 3 , and Z are as defined in claim 37. 



53. A compound according to any one of the claims 37 to 52, wherein 
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2 is a direct bond, -O-. -NH-, -NHCH r . -S-, -SO*-, -C(0)NH-, -NHC(O)-, 
-N(H)CON(Hh -N(CH 3 )CON(Hh -NKHJSOz-, -S0 2 N(H)- f -C(0)-0- f -N(H)S0 2 N(H)-, 
or-0-C(OK 

54. A compound according to claim 53, wherein 

Z is a direct bond, -O-, -S-, -SO r , -C(0)NH-, -NHC(Oh -N(H)SQr, -C(0)-0- f 
-N(H)S0 2 N(HK or-O-C(O)-. 

55. A compound according to claim 54, wherein 

Z is a direct bond, -NHC(O)-, or-NHS(0) 2 . 

56. A compound according to claim 52, wherein 

at least one of R 23 , R 24 , R 25 , and R 26 is halogen, -C(0)OR 2 , -CN, -N0 2 , -OR 2 , 
-NR 2 R 3 , or C^-alkyl, wherein 

R 2 , and R 3 are as defined in claim 37. 

57. A compound according to any one of the claims 37 to 56, wherein 

R 2 and R 3 independently of each other are hydrogen, C^-alkyl, aryl-C^-alkylene-, 
heteroaryl-C^-alkylene-, C^-alkyl-arylene-, Ci^-alkyl-heteroarylene-, heteroaryl, or 
aryl. 

58. A compound according to claim 57, wherein 

R 2 and R 3 independently of each other, are hydrogen, CWalkyl, aryl-d^-alkylene- 
or aryl. 

59. A compound according to claim 58, wherein 

R 2 is hydrogen or C^-alkyl. 

60. A compound according to claim 59, wherein 

R 2 is hydrogen. 

61 . A compound according to any one of the claims 37 to 60, wherein 

R 3 is hydrogen or d-e-alkyl. 

62. A compound according to claim 61, wherein 
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R 3 is hydrogen. 

63. A compound according to any one of the claims 37 to 50, wherein 

R 2 and R 3 , when attached to the same nitrogen atom, together with said nitrogen 
atom may form a 3 to 8 membered heterocyclic ring optionally containing one or two 
5 further heteroatoms selected from nitrogen, oxygen and sulfur, and optionally 

containing one or two double bonds. 

64. A compound according to any one of the claims 37 to 55, wherein 

at least one of R 23 , R 24 , R 25 . and R 26 are hydrogen. 

65. A compound according to claim 64, wherein 

1 0 at least two of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

66. A compound according to claim 65, wherein 

R 23 and R 26 are hydrogen. 

67. A compound according to daim 65 or claim 66, wherein 

at least three of R 23 , R 24 , R 25 , and R 26 are hydrogen. 

15 68. A compound according to any one of the claims 37 to 67, wherein R 24 or R 25 is halogen. 

69. A compound according to claim 68, wherein R 24 or R 25 is fluoro. 

70. A compound according to any one of the claims 37 to 67, wherein R 24 or R 25 is C^alkyl. 

71 . A compound according to claim 68, wherein R 24 or R 25 is methyl. 

72. A compound according to any one of the claims 37 to 67, wherein 
20 R 24 is hydrogen. 

73. A compound according to any one of the claims 37 to 72, wherein 

R 25 is hydrogen. 

74. A compound according to claim 37, wherein 

R 23 , R 24 , R 25 , and R 26 are hydrogen. 
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75. A compound according to any one of the claims 1 to 74, wherein 

L 1 is a bond, -D-alkylene-E-. -O-, -S-, -$(Oh -S(0)r, -C(Oh -N(R 11 )-, or -C(=N- 
OR 12 ), wherein 

D, E, R 11 and R 12 are as defined in claim 1. 

5 76. A compound according to claim 75, wherein 

L 1 is a bond, -D-alkylene-E-, -0-, -0(0)-, -N(R l1 h or -C(=N-OR 12 K wherein 
D, E, R 11 and R 12 are as defined in claim 1. 

77. A compound according to claim 75, wherein 
L 1 is -O-. 

10 78. A compound according to claim 75, wherein 
L 1 is-S-. 

79. A compound according to claim 75, wherein 

L 1 is a bond. 

80. A compound according to claim 75, wherein 
15 L 1 is-C(OK 

81 . A compound according to any one of the claims 1 to 76, wherein 

D is a direct bond or -O-; 

E is a direct bond or -O-; and 

R 11 and R 12 are as defined in claim 1. 

20 82. A compound according to claim 81 , wherein 
D is a direct bond. 

83. A compound according to claim 81, wherein 

D is -0-. 

84. A compound according to any one of the claims 81 to 83, wherein 
25 E is a direct bond. 

85. A compound according to any one of the claims 81 to 83, wherein 
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E is -O-. 

86. A compound according to any one of the claims 1 to 85, wherein 

R 11 is selected from hydrogen, C^-allcyl, aryl, carbamoyl, aryl-d-e-alkylene-, 
C^alkyl-NH-CfO)-, aryl-C^alkytene-NH-CfO)-, C^alkyl-SO^, 
aryl-Ci^-alkylene-SOr, aryl-SO r . SO r , Ci^alkyl-C(OK aryl-Ci.e-alkylene-CCO)-, 
N(R 13 )(R 14 Ki^altyene-Y-, and R 15 -W 2 -d*-alkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH r , -SO2-, 

-N(H)CO-, -N(H)SO r , or-O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 

Ci^alkyl, or aryl-C 1 .«-alkylene-; 

or 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 )o-X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

o and p are independently of each other are 1, 2, 3, or 4; and 
X is a direct bond, -ChV, -O-, -S-, -S(0 2 )-, -C(O)-, -CON(H)-, 
-NHC(O)-, -NHCON(H)-, -NHS0 2 -, -S0 2 N(H)-. -0(O)-O-, -0-0(0)-, 
-NHS0 2 NH- ( 

°Y Rt8 °Y 0Rl6 °^ R16 

— N— . — N— - — N— 
R 17 

o 2f N(H)Rl8 o 2 s^- R18 

— N— • — N— ' 



R 17 

— N— » — N— • or — N— 
wherein 

R 16 and R 17 are selected from hydrogen, aryl, heteroaryl, 
d-6-alkyl, d-e-alkoxy, aryl-C^-alkylene-, 
heteroaryl-Ci-e-alkylene-, Ci^-alkyl-arylene-, 
d-e-alkyl-heteroarylene-, C^alkoxy-arylene-, 



WO 2004/002481 



PCT/DK2003/000449 



558 

Ci^alkoxy-heteroarylene-, heteroarylaryl-Ci^alkoxy-. or 

aryl-C^-alkoxy-; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, heterocyclyl, 
Ci^-alkyl, or aryl-d^-alkylene-. 

87. A compound according to claim 86, wherein 

R 11 is selected from hydrogen, d^-allcyl, aryl, carbamoyl, aryl-d-e-alkylene-, 
d^aikyMSIH-C(O)-, aryl^^alkylene-NH-CCO)-, d-e-alkyl-SOr, 
aryl-d-e-altyene-SO^, aryl-SO^, SO r , d-e-alkyl-C(O)-, aryl-d-e-alkylene-C(O)-, 
N(R 13 )(R 14 )-d.e-alkytene-Y-, and R 15 -W 2 -d-e-alkytene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH^, -SO r . 
-N(H)CO-, -N(H)SO r , or-O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 

d-e-alkyl, or aryl-C^-aikylene-; 

or 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 )o-X-(CH 2 ) p - bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 



o and p are independently of each other are 1,2,3, or 4; and 
X is a direct bond, -CH r , -O-, -S-, -S(0 2 h -C(O)-, -CON(H)-, 
-NHC(O)-, -NHCON(Hh -NHSCV, -S0 2 N(H)- f -C(0)-0-, -O-C(O)-, 
-NHS0 2 NH-, 




0 2 f 



.N(H)R 



o 2 s 




— N— 



— N— 



R 



,17 



NHR 



,18 



N — R 




— N— 



— N — 



or 



wherein 



R 16 and R 17 are hydrogen; and 
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R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, heterocyclyl, 
Ci^-alkyl, or aryl-Ci-e-alkylene-. 

88. A compound according to claim 87, wherein 

R 11 is selected from hydrogen, Ct^-alkyl, aryl, carbamoyl, aryl-C^alkylene-, 
C^-alkyl-NH-CfO)-, aryl<Walkylene-NH-C(0)-, C^-allcyl-SOr, 
aryl-d^-alkylene-SOr, aryl-SOr. SO r , C^-alkyl-C(O)-, aryl-d^alkylene-CtO)-, 
N(R 13 )(R 14 )-Ci^ralkylene-Y-, and R 15 -W 2 -C 14 ralkylene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH r , -SOr, 
-N(H)CO-, -N(H)SOr. or-O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 

CWalkyl, or aryl-C^alkylene-; 

or 

R 13 and R 14 may be taken together to form a ring having the formula 
-(CH 2 )o-X-(CH 2 )p- bonded to the nitrogen atom to which R 13 and R 14 are 
attached, wherein 

o and p are independently of each other are 1 , 2, 3, or 4; 
X is a direct bond; and 
R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, heterocyclyl, 
Ci-e-alkyI, or aryl-C^-alkylene-. 

89. A compound according to claim 88, wherein 

R 11 is selected from hydrogen, Ci^-alkyl, aryl, carbamoyl, aryl-C^-alkylene-, 
C^-alkyl-NH-C(O)-, aryl-C^altylene-NH-CfO)-, C^-alkyl-SOr, 
aryl-d-e-alkylene-SOr. aryl-SOr, SO r , C^-alkyl-CfO)-, aryI-C lJ6 -alkylene-C(0)-, 
N(R 13 )(R 14 )-Ci^-alkylene-Y-, and R 15 -W 2 -Ci*-altyene-Y-, wherein 

Y and W 2 independently of each other are a direct bond, -CH r , -SOr, 
-N(H)CO-, -N(H)S02-, or -O-C(O)-; 

R 13 and R 14 independently of each other are selected from hydrogen, aryl, 
C^-alkyl, or aryl-C^-alkylene-; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, C^-alkyl, or aryl-C^-alkylene-. 



90. A compound according to claim 89, wherein 
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R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d-e-alkylene-, 
d-e-alkyl-NH-C(O)-, aryl-C^-alkylene-NH-C(O)-, d-e-alkyl-SO^, 
aryl-C^-alkylene-SOr. aryl-SCV, SO r , d-e-aIkyl-C(Oh aryl-d*-aIkylene-C(0)- f 
N(R 13 )(R 14 )-d.<ralkylene-Y-, and R 15 -W 2 -d*-alkylene-Y-, wherein 
5 Y and W 2 independently of each other are a direct bond, -CH2-, -SO r , 

-N(H)CO, -N(H)SO r . or-O-C(O)-; 

R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, d-e-alkyl, or aryl-C^-alkylene-. 

10 91 . A compound according to claim 90, wherein 

R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-C^-alkylene-, 
d-e-alkyl-NH-C(O)-, aryl-d-e-alkylene-NH-C(O)-, d^-alkyl-SOz-, 
aryl-d-e-alkylene-SOr, aryl-SOz-, SO r , d^-alkyl-C(O)-, aryl-d-e-alkylene-C(Oh 
N(R 13 )(R 14 )-d-6-alkylene-Y-, and R 15 -W 2 -C lJ6 -alkylene-Y-, wherein 
15 Y is a direct bond; 

W 2 is a direct bond, -ChV, -SO r , -N(H)CO-, -NfHJSCV, or -O-C(O)-; 
R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, d-e-alkyl, or aryl-d*-alkylene-. 

20 92. A compound according to claim 90, wherein 

R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d-e-alkylene-, 
d-e-alkyl-NH-C(O)-, aryl-d-e-alkylene-NH-C(O)-, d-e-alkyl-SOz-, 
aryl-d*-alkyIene-SO r , aryl-SOz-, SO r , d-e-alkyl-C(O)-, aryl-d-e-alkylene-C(O)-, 
N(R 13 )(R 14 )-d-8-alkylene-Y-, and R 15 -W 2 -d-e-alkylene-Y-, wherein 
25 Y is a direct bond, -CH^, -SO r , -N(H)CO-, -N(H)S02-, or -O-C(O)-; 

W 2 is a direct bond; 
R 13 and R 14 are hydrogen; and 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 
heterocyclyl, d-e-alkyl, or aryl-d^-alkylene-. 



30 93. A compound according to any one of the claims 90 to 92, wherein 

R 11 is selected from hydrogen, d-e-alkyl, aryl, carbamoyl, aryl-d-e-alkylene-, 
d^-alkyl-NH-C(O)-, aryl-d-e-alkylene-NH-C(O)-, d-e-alkyl-SCV, 
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aryl-C^alkylene-SOr, aryl-SOr, SO r , Ci-e-alkyl-C(O)-, aryl-Ci^-alkylene-C(0> f 
NHz-Ci^-alkylene-, and R 15 -Ci.«-aIkylene-, wherein 

R 15 is selected from the group consisting of aryl, heteroaryl, cycloalkyl, 

heterocyclyl. Chalky!, or aryl-Ci-e-alkylene-. 

5 94. A compound according to claim 93, wherein 

R 11 is selected from hydrogen, C^-alkyl, aryl, carbamoyl, aryl-C^-alkylene-, 
Ci.«-aIkyl-NH-C(0)-, aryl-C 1 . e -altyene-NH-C(0)-, Ce-alkyl-SOz-, 
aryl-Curalkylene-SOr, aryl-SO r , SOr. Ci^-alkyl-C(O)-, aryl-C^-alkylene-CfO)-, 
and NH2-Ci^-aIkylene-. 

10 95. A compound according to claim 94, wherein 
R 11 is hydrogen or C^-alkyl. 

96. A compound according to claim 95, wherein 

R 11 is hydrogen. 

97. A compound according to any one of the claims 1 to 96, wherein 
1 5 R 12 is hydrogen or C^-alkyl. 

98. A compound according to claim 97, wherein 

R 12 is hydrogen. 

99. A compound according to any one of the claims 1 to 98, wherein 

G 1 is d-e-alkyl, C^-alkenyl, C 2 ^-alkynyl, cycloalkyl or heterocyclyl, optionally 
20 substituted with one or more substituents selected from the group consisting of -CN, 

-CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 , C^o-cyctoalkyt and C^-alkyl, wherein 
R 18 and R 19 are as defined in claim 1. 

100. A compound according to claim 99, wherein 

G 1 is C^-alky!, C 2 _e-alkenyl, C 2 -6-alkynyl, cycloalkyl or heterocyclyl, optionally 
25 substituted with one or more substituents selected from the group consisting of -CN, 

-CF 3 , -OCF3, -OR 18 , -NR 18 R 19 and C^-alkyl, wherein 
R 18 and R 19 are as defined in claim 1. 
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101. A compound according to claim 99, wherein 

G 1 is Ci-ralkyl, C 2 ^-aIkenyl. C^alkynyl, Cs-io-cydoalkyl or C^o-heterocydyl, 
optionally substituted with one or more substituents selected from the group 
consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 , C^o-cydoalkyl and C^-alkyl, 
5 wherein 

R 18 and R 19 are as defined in claim 1 . 

102. A compound according to claim 100 or claim 101, wherein 

G 1 is C^-alkyl, C 2 -6-aIkenyl, CWalkynyl, C^io-cydoalkyl or QMo-heterocydyl, 
optionally substituted with one or more substituents selected from the group 
10 consisting of -CN, -CF 3 , -OCF3, -OR 18 , -NR 18 R 19 and Curalkyl, wherein 

R 18 and R 19 are as defined in claim 1. 

103. A compound according to any one of the claims 99 to 102, wherein 

G 1 is selected from the group consisting of methyl, ethyl, propyl, butyl, isopropyl, 
isobutyl, sec-butyl, fert-butyl, 3-pentyl, 2-pentyl, 3-methyl-butyl, 2-propenyl, 

15 cyclopropyl, cyclobutyl, cydopentyl, cyclohexyl, cycloheptyl, oxetanyl, 

tetrahydrofuranyl, tetrahydropyranyl, azetidyl, pyrrolidyl, piperidyl, 
hexahydroazepinyl, thiolanyl, tetrahydrothiopyranyl, thiepanyl, 1,4-oxathianyl, 1,3- 
dioxolanyl, 1 ,2-dithiolanyl, 1 ,3-dithio!anyl, hexahydro-pyridazinyl, imidazolidyl, 1,3- 
dioxanyl, morpholinyl, 1 ,3-dithianyl, 1 ,4-dioxanyl, 1,4-dithianyl, or thiomorpholinyl. 

20 104. A compound according to claim 1 03 wherein 

G 1 is selected from the group consisting of methyl, ethyl, propyl, butyl, isopropyl, 
isobutyl, sec-butyl, fert-butyl, cyclopropyl, cyclobutyl, cydopentyl, cyclohexyl, 
cydoheptyl, tetrahydrofuranyl, tetrahydropyranyl, pyrrolidyl, piperidyl, 
hexahydroazepinyl, thiolanyl, tetrahydrothiopyranyl, or thiepanyl . 

25 105. A compound according to daim 1 04 wherein 

G 1 is seleded from the group consisting of methyl, ethyl, propyl, butyl, isopropyl, 
isobutyl, cydopentyl, cyclohexyl, tetrahydrofuranyl, tetrahydropyranyl, piperidyl, or 
hexahydroazepinyl. 

106. A compound according to claim 105 wherein 

30 G 1 is selected from the group consisting of isobutyl, cydopentyl, and piperidyl. 

107. A compound according to claim 105 wherein 

G 1 is isobutyl. 

108. A compound according to daim 105 wherein 

G 1 is cydopentyl. 
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109. A compound according to claim 105 wherein 

G 1 is piperidyl. 

1 10. A compound according to any one of the claims 99 to 102, wherein 

R 18 and R 19 , independently of each other, are hydrogen, Cve-alkyl. 
heteroaryl-C^-alkylene-, aryt-C^-alkylene-, C^alkyl-aryiene-, 
Ct-e-alkyl-heteroarylene-, heteroaryl, or aryL 

1 1 1 . A compound according to claim 110, wherein 

R 18 and R 1fi , independently of each other, are hydrogen, Ci-e-alkyI, 
C^o-heteroaryl-Curalkylene-, C^io-aryl-d-e-alkylene-, d-e-aikyl-C^o-arylene-, 
C^-alkyl-C^io-heteroarylene-, C^^-heteroaryl, or Cs-io-aryl. 

1 12. A compound according to claim 111, wherein 

R 18 and R 19 , independently of each other, are hydrogen or Ci^-alkyl. 

1 13. A compound according to claim 112, wherein 

R 18 is hydrogen. 

1 14. A compound according to claim 1 12 or 1 1 3, wherein 

R 19 is hydrogen. 

115. A compound according to claim 100 or claim 102, wherein 

R 18 and R 19 , when attached to the same nitrogen atom, together with the said 
nitrogen atom forms a 3 to 8 membered heterocyclic ring optionally containing one 
or two further heteroatoms selected from nitrogen, oxygen and sulfur, and optionally 
containing one or two double bonds. 

116. A compound according to any one of the claims 1 to 98, wherein 

G 1 is alkyi or cycloalkyl, optionally substituted with one or more substituents 
selected from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , -NR 18 R 19 and 
C^-alkyl, 

or G 1 is aryl optionally substituted with one or more substituents R 40 , R 41 , and R 42 , 
wherein R 18 , R 19 , R 40 , R 41 , and R 42 are as defined in claim 1. 
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1 17. A compound according to daim 1 16, wherein 

G 1 is Ci-e-alkyl or C^o-cycloalkyl, optionally substituted with one or more 
substituents selected from the group consisting of -CN, -CF 3 , -OCF 3 , -OR 18 , 
-NR 18 R 19 and C^-alkyl, 

or G 1 is C^o-aryl optionally substituted with one or more substituents R 40 , R 4 \ and 
R 42 , wherein R 18 , R 19 , R 40 , R 41 , and R 42 are as defined in claim 1. 

118. A compound according to claim 117, wherein 

G 1 is C^alkyl or Ca-urcycloalkyl, optionally substituted with one or more 
substituents selected from the group consisting of -CN, -CF 3l -OCF 3 , -OR 18 , 
-NR 18 R 19 and C lJ6 -alkyl, 

or G 1 is phenyl optionally substituted with one or more substituents R 40 , R 41 , and 
R 42 , wherein R 18 , R 19 , R 40 , R 41 , and R 42 are as defined in claim 1. 

119. A compound according to claim 1 1 6, 1 1 7, or 1 1 8, wherein 

R 18 and R 19 , independently of each other, are hydrogen, C^-alkyl, 
heteroaryl-Curalkylene-, aryl-C^-alkylene-, Ci^-alkyl-arylene-, 
Ci-e-alkyl-heteroarylene-, heteroaryl, or aryl. 

120. A compound according to claim 119, wherein 

R 18 and R 19 , independently of each other, are hydrogen, C^-alkyl, 
C^io-heteroaryl-d-e-alkylene-, C^^-aryl-Ci^alkylene-, C^-alkyl-Cs-nrarylene-, 
C^-alkyl-C^io-heteroarylene-, C^io-heteroaryl, or C^o-aryl. 

121. A compound according to claim 120, wherein 

R 18 and R 19 , independently of each other, are hydrogen or C^-alkyl. 

122. A compound according to claim 121, wherein 

R 18 is hydrogen. 

123. A compound according to claim 121 or 122, wherein . 

R 19 is hydrogen. 

124. A compound according to claim 1 16 or claim 117, wherein 

R 18 and R 19 , when attached to the same nitrogen atom, together with the said 
nitrogen atom forms a 3 to 8 membered heterocyclic ring optionally containing one 
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or two further heteroatoms selected from nitrogen, oxygen and sulfur, and optionally 
containing one or two double bonds. 

1 25. A compound according to any one of the claims 1 1 6 to 1 24, wherein 

R 40 , R 41 , and R 42 independently of each other are 

halogen, -CN, -N0 2 , C^alkyl, -CHF 2 . -CF 3f -OR 54 , -NR^R 55 , -SR 54 , -NR^OfeR 55 , 
-SfO^R^R 55 , -SfOJNR^R 55 , -SfOJR 54 , -SfO^R 54 . -QOJNR^R 55 , -OCfOJNR^R 55 , 
-NR^CfOJR 55 , -CH^OJNR^R 55 , -CHAOJOR 54 , -OCH^OJNR^R 55 , -ChfeOR 54 , 
-CH 2 NR 54 R 55 , and -CfOJOR 54 ; or 

CWalkenyl and C 2 ^alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3 , -OCF 3 , -OR 54 , -NR^R 55 and C^-allcyl, 
wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 
d-e-alkyl-arylene-, C^-alkyl-heteroarylene-, aryl-C^-alkylene-, 
heteroaryl-C^-alkylene-, heteroaryl, or aryl; 
or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the 
said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
and sulfur, and optionally containing one or two double bonds. 

126. A compound according to claim 125, wherein 

R 40 , R 41 , and R 42 independently of each other are 

halogen, -CN, C^-alkyl, -CF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR^SpfcR 55 , -SfOJR 54 , 
-SfOkR 54 , -CHzCfOJOR 54 , -CH20R 54 , -CH^R^R 55 , and -CfOJOR 54 ; 
wherein 

R 54 and R 55 independently of each other are hydrogen, C^-alkyl, 
C^-alkyl-arylene-, Ci-e-alkyl-heteroarylene-, aryl-C^-alkylene-, 
heteroaryl-C^alkylene-, heteroaryl, or aryl; 
or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the 
said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
and sulfur, and optionally containing one or two double bonds. 

127. A compound according to claim 126 wherein 

R 40 , R 41 , and R 42 independently of each other are 
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halogen, or -OR 54 
wherein 

R 54 is hydrogen, d-e-alkyl, Ci^-a!kyl-arylene- t d-e-alkyl-heteroarylene-, 
aryl-Ci^-alkylene-, heteroaryl-d-e-alkylene-, heteroaryl, or aryl. 

5 1 28. A compound according to claim 1 26, wherein 

R 54 and R 55 independently of each other are hydrogen, or d-e-alkyl, 
d-e-alkyl-d-to-arylene-, d^alkyl-C^o-heteroarylene-, C^o-aryl-d-e-alkylene-, 
C^io-heteroaryl-d-e-alkylene-, d-io-heteroaryl, or C^nraryl. 

129. A compound according to claim 128, wherein 

1 0 R 54 and R 55 independently of each other are hydrogen or d-e-alkyl. 

1 30. A compound according to claim 1 29, wherein 

R 54 is hydrogen. 

131. A compound according to claim 129 or claim 130, wherein 

R 55 is hydrogen. 
15 1 32. A compound according to claim 1 27 wherein 
R 54 is methyl. 

133. A compound according to any one of the claims 1 to 98, wherein 

G 1 is aryl or heteroaryl, optionally substituted with one or more substituents R 40 , R 4 \ 
and R 42 , wherein 

20 R 40 , R 41 , and R 42 are as defined in claim 1 . 

1 34. A compound according to claim 1 33, wherein 

G 1 is d-io-aryl or d-io-heteroaryl, optionally substituted with one or more 
substituents R 40 , R 41 , and R 42 , wherein 

R 40 , R 4 \ and R 42 are as defined in claim 1. 

25 1 35. A compound according to claim 1 33, wherein 

G 1 is aryl, optionally substituted with one or more substituents R 40 , R 41 , and R 42 , 
wherein 

R 40 , R 41 , and R 42 are as defined in claim 1 . 
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136. A compound according to claim 135, wherein 

G 1 is C3.to-aryl, optionally substituted with one or more substituents R 40 , R 41 , and 
R 42 , wherein 

R 40 , R 41 , and R 42 are as defined in claim 1. 

137. A compound according to claim 136, wherein 

G 1 is phenyl, optionally substituted with one or more substituents R 40 , R 41 , and R 42 , 
wherein 

R 40 , R 41 , and R 42 are as defined in claim 1 . 

138. A compound according to any one of the claims 133 to 137, wherein 

R 40 , R 41 , and R 42 independently of each other are 

halogen, -CN, -N0 2 . Chalky!, -CHF 2 , -CF 3 . -OR 54 , -NR^R 55 , -SR 54 , -NR^SfOkR 55 , 
-SCOkNR^R 55 , -S(0)NR 54 R 5S , -SfOJR 54 , -SfOfeR 54 , -CfOJNR^R 55 , -OCtOJNR^R 55 , 
-NR^OJR 55 , -CH 2 C(0)NR 54 R 55 , -CHjCfOPR 54 , -OCI-bCtOJNR^R 55 , -Ch^OR 54 , 
-ChfeNR^R 55 , and -CfOJOR 54 ; or 

C2^-alkenyl and C2-6-alkynyl, which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3 , -OCF 3 , -OR 54 , -NR^R 55 and d-e-alkyl, 
wherein 

R 54 and R 55 independently of each other are hydrogen, d^-alky!, 
Ci-e-alkyl-arylene-, d-e-alkyl-heteroarylene-, aryl-d^-alkylene-, 
heteroaryl-d-e-alkylene-, heteroaryl, or aryl; 
or 

R 64 and R 55 , when attached to the same nitrogen atom, together with the 
said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
and sulfur, and optionally containing one or two double bonds. 

139. A compound according to claim 138, wherein 

R 40 , ^ 41 , and R 42 independently of each other are 

halogen, -CN, C^-alkyl, -CF 3 , -OR 54 , -NR^R 55 , -SR 54 , -NR^SfOfeR 55 , -SfOJR 54 , 
-SfOfeR 54 , -CHzCfOJOR 54 , -CH20R 54 , -CHaNR^R 55 , and -CfOJOR 54 ; 
wherein 

R 54 and R 55 independently of each other are hydrogen, d-e-alkyl, 
Ci^-alkyl-arylene-, d-e-alkyl-heteroarylene-, aryl-d-e-alkylene-, 
heteroaryl-Ci-e-alkylene-, heteroaryl, or aryl; 
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or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the 
said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
5 and sulfur, and optionally containing one or two double bonds. 

140. A compound according to daim 139 wherein 

R 40 , R 41 , and R 42 independently of each other are 

halogen, or -OR 54 

wherein 

10 R 54 is hydrogen, d-e-alkyl, d^alkyl-arylene-, d-e-alkyt-heteroarylene-, 

aryl-C^-alkylene-, heteroaryl-d-e-alkylene-, heteroaryl, or aryl. 

141. A compound according to any one of the claims 138 to 139, wherein 

R 54 and R 55 independently of each other are hydrogen, or d-e-altyl 
d-e-alkyl-C^io-arylene-, d-e-alkyl-C^io-heteroarylene-, d-io-aryl-d-e-alkylene-, 
1 5 d-io-heteroaryl-d-e-alkylene-, C^icrheteroaryl, or C^o-aryl. 

142. A compound according to claim 141, wherein 

R 54 and R 55 independently of each other are hydrogen or d-e-alkyl. 

143. A compound according to claim 142, wherein 

R 54 is hydrogen. 

20 144. A compound according to claim 142 or claim 143, wherein 
R 55 is hydrogen. 
145. A compound according to claim 140 wherein 
R 54 is methyl. 



146. A compound according to claim 135, wherein 
25 G 1 is 
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, wherein 

R 56 , R 57 , R 58 , R 59 , and R 80 , independently of each other, are hydrogen or halogen, -CN, -N0 2 , 
Curalkyl, -CHF 2 , -CF 3t -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2( -S(0) 2 CF 3 , -SCF 3 , -OR 61 , 
-NR 81 R 82 , -SR 81 , -NR 61 S(0)2R 62 , -SfO^NR^R 82 , -SfOJNR^R 62 , -S(0)R 81 , -S(0) 2 R 81 , 
5 -C(0)NR 61 R 62 , -OCfOJNR^R 82 , -NR 81 C(0)R 82 , -CH 2 C(0)NR 81 R 82 , -CH 2 C(0)OR 81 , 
-OCH 2 C(0)NR 81 R 82 , -CH 2 OR 81 f -CH 2 NR 81 R 82 , -OC(0)R 81 t -C(0)R 8t and -C(O)0R 8t ; or 
C 2 -6-alkenyl and C 2 -e-alkynyl t which may optionally be substituted with one or more 
substituents selected from -CN, -CF 3 , -OCF 3 , -OR 61 , -NR 61 R 82 and C^alkyl; 
C^io-cycloalkyl, C^-cycloalkenyl, heterocyclyl, C^io-cycloalkyl-Ct-e-alkylene-, C^io-cyclo- 

10 alkyl-d-e-alkoxy-, Cs-io-cycloalkyloxy, Ca-io-cycloalkyl-C^-alkylthio-, C^o-cycloalkylthio, 
C^io-cycloalkyl-C^-alkenylene-, C^o-cycloalkyl-C^-alkynylene-, C^-cycloalke- 
nyl-C^-alkylene-, C4^-cycloalkenyl-C 2 ^-alkenylene-, C4-8-cycloalkenyl-C 2 -B-alkynylene-, 
heterocyclyl-C^-alkylene-, heterocyclyl-C^alkenylene-, heterocydyl-C 2 ^-alkynylene-; or 
aryl, aryloxy, aryloxycarbonyl, aroyl, aryI-Ci.6-alkoxy-, aryl-C^-alkylene-, 

15 aryl-C 2 ^-alkenylene- f aryl-C 2 .e-alkynylene-, heteroaryl, heteroaryl-d-e-alkylene-, 

heteroaryl-C 2 .e-alkenylene- and heteroaryl-C 2 .6-alkynylene-, of which the aryl and heteroaryl 
moieties optionally may be substituted with one or more substituents selected from halogen, 
-C(0)OR 81 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 81 , -NR 81 R 82 or C^-alkyl, wherein 

R 61 and R 82 independently of each other are hydrogen, C^-alkyl, d-e-alkyl-arylene-, 

20 Ci^-alkyl-heteroarylene-, aryl-C^-alkylene-, heteroaryl-C^-alkylene-, heteroaryl, or 

aryl; 
or 

R 81 and R 82 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
25 one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 

optionally containing one or two double bonds. 



147. A compound according to claim 146, wherein 

R 56 , R 57 , R 58 , R 59 , and R 80 independently of each other are 
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halogen, -CN. -N0 2t Ce-alkyl, -CHF 2 , -CF 3 , OR 61 , -NR ei R 62 , -SR 81 , -NR 61 S(0) 2 R 62 f 
-SfOfeNR^R 82 , -SfOJNR^R 62 , -SfOJR 81 , -S(0) 2 R 8 \ -C(0)NR 61 R 82 , -OC(0)NR 61 R 62 , 
-NR 61 C(0)R 62 , -CH 2 C(0)NR 81 R 62 , -CH 2 C(0)OR 81 . -OCH^OJNR^R 62 , -CH 2 OR 6 \ 
-CH 2 NR 81 R 82 , and -C(0)OR 61 ; or 
5 C 2<6 -alkenyl and C^-alkynyl, which may optionally be substituted with one or more 

substituents selected from -CN, -CF 3 , -OCF 3 , -OR 81 , -NR 81 R 82 and Chalky!, 
wherein 

R 61 and R 62 independently of each other are hydrogen, C^-alkyl, 
d^-alkyl-arylene-, C^-alkyl-heteroarylene-, aryl-d-e-alkylene-, 
1 0 heteroaryl-d-e-alkylene-, heteroaryl, or aryl; 

or 

R 61 and R 62 , when attached to the same nitrogen atom, together with the 
said nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally 
containing one or two further heteroatoms selected from nitrogen, oxygen 
15 and sulfur, and optionally containing one or two double bonds. 

148. A compound according to claim 146 or claim 147, wherein R 56 or R 57 is -OR 61 . 

149. A compound according to claim 148 wherein R 61 is methyl. 

. 150. A compound according to claim 147, wherein 

R 81 and R 62 independently of each other are hydrogen, or d-e-alkyl, 
20 d-e-alkyl-C^o-arylene-, d-e-alkyl-QMo-heteroarylene-, C^io-aryl-d^-alkylene-, 

C 3 .Nrheteroaryl-C 1 .8-alkylene- ( C3-io-heteroaryl, or C^o-aryl. 

151 . A compound according to claim 150, wherein 

R 61 and R 62 independently of each other are hydrogen or Ci_6-alkyl. 

1 52. A compound according to claim 1 51 , wherein 
25 R 61 is hydrogen. 

153. A compound according to claim 151 or claim 152, wherein 

R 62 is hydrogen. 



154. A compound according to any one of the claims 146 to 153, wherein 
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at least one of R 56 , R 57 , R 58 , R 59 , and R 60 are hydrogen. 



155. A compound according to claim 154, wherein 

at least two of R 23 , R 24 , R 25 , and R 28 are hydrogen. 



5 



156. A compound according to claim 155, wherein 

at least three of R 23 , R 24 f R 25 , and R 26 are hydrogen. 



1 57. A compound according to any one of the claims 1 to 1 56, wherein 

L 2 is a direct bond, C^-alkylene, C^-alkenylene, (Walkynylene, -N-R 20 -, 
-C^-alkylene-NfR 20 )-, -C^alkenylene-NfR 20 )-, or -C^-alkynylene-NfR 20 )-, wherein 
R 20 is as defined in claim 1. 

10 158. A compound according to any one of the claims 1 to 153, wherein 

L 2 is -N-R 20 -, -alkylene-NKR 20 )-, -alkenylene-NfR 20 )-, or -alkynylene-NfR 20 )-, wherein 
R 20 is as defined in claim 1. 

159. A compound according to claim 157 or claim 158, wherein 



160. A compound according to claim 159, wherein 
L 2 is -N-R 20 -, wherein 

R 20 is as defined in claim 1 . 

20 1 61 . A compound according to claim 1 57, wherein 
L 2 is a direct bond. 

162. A compound according to any one of the claims 1 to 160, wherein 
R 20 is hydrogen, or 

R 20 is C^-alkyl, C 2 -e-alkenyl, C 2 ^-alkynyl, C^io-cycloalkyl-W 3 -, 
25 QMo-heterocyclyl-W 3 -, C^o-aryl-W 3 -, or C^io-heteroaryl-W 3 -, optionally substituted 



15 



L 2 is -N-R 20 -, -C^alkylene-NCR 20 )-, -C 2 . 
-C 2 ^-alkynylene-N(R 20 )-, wherein 

R 20 is as defined in claim 1 . 



j.e-alkenylene-NfR 20 )-, or 



with one or more substituents R 30 , R 31 , and R 32 wherein 
W 3 , R 30 , R 31 , and R 32 are as defined in claim 1. 
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163. A compound according to claim 162, wherein 

W 3 is alkylene. 

164. A compound according to claim 163, wherein 

W 3 is CWalkylene. 

165. A compound according to claim 162, wherein 

W 3 is a direct bond. 

166. A compound according to any one of the claims 1 to 160, wherein 

R 20 is hydrogen, C^-alkyl, C^alkenyl, or C 2 -6-alkynyl, optionally substituted with 
one or more substituents R 30 , R 31 , and R 32 , wherein 
R 30 , R 3 \ and R 32 are as defined in claim 1 . 

167. A compound according to any one of the claims 162 to 166, wherein 

R 20 is hydrogen, or 

R 20 is Ci-e-alkyl, C^-alkenyl, or C^alkynyl, optionally substituted with one or more 
substituents R 30 , R 31 , and R 32 . wherein 

R 30 , R 3 \ and R 32 are as defined in claim 1. 

168. A compound according to any one of the claims 1 to 167, wherein 

R 30 , R 31 , and R 32 independently of each other are selected from -CHF 2 , -CF 3 , -OCF 3 , 
-OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -S(0) 2 CF 3 . -SCF 3 , -OR 52 , -NR^R 53 , -SR 52 . 
-NR^SfOkR 53 , .S(0) 2 NR 52 R 53 , -SfOJNR^R 53 , -S(0)R 52 , -S(0) 2 R 52 , -CCOJNR^R 53 . 
-OCfOJNR^R 53 , -NR^CfOR 53 , -CH 2 C(0)NR 52 R 53 , -OCH^tOJNR^R 53 , -CH 2 OR 52 , 
-CHzNR^R 53 , -OCfOJR 52 , -CfOJR^and -C(0)OR 52 , wherein 
R 52 and R 53 are as defined in claim 1 . 

169. A compound according to claim 168, wherein 

R 52 and R 53 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds. 

170. A compound according to any one of the claims 1 to 168, wherein 
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R 52 and R 53 independently of each other are hydrogen, Ci-e-alkyl, aryl-C^-alkylene- 
heteroaryl-Ci^-alkylene- heteroaryl, or aryl. 

171 . A compound according to claim 1 70, wherein 

R 52 and R 53 independently of each other are hydrogen, C^alkyl, 
5 aryl-Ci.6-alkylene-or aryl. 

172. A compound according to claim 171, wherein 

R 52 and R 53 independently of each other are hydrogen or Ci«-alkyl. 

173. A compound according to claim 172, wherein 

R 52 is hydrogen. 

10 174. A compound according to claim 172 or claim 173, wherein 
R 53 is hydrogen. 

175. A compound according to claim 167, wherein 

R 20 is hydrogen. 

176. A compound according to any one of the claims 1 to 175, wherein 
15 L 3 is -C(O)-, -C(0)-C(0)- or -C(0)CH 2 C(0)-. 

177. A compound according to claim 176 wherein 
L 3 is-C(OK 

178. A compound according to claim 176 wherein 
L 3 is -C(0)-C(0)-. 

20 179. A compound according to claim 176 wherein 
L 3 is -C(0)CH 2 C(0)-. 

180. A compound according to any one of the claims 1 to 179, wherein 
R 1 is hydrogen, or 

R 1 is d^-alkyl, C 2 ^-alkenyl, C^-alkynyl, C^ 10 -cycloalkyl-W 4 -, C^io-heterocyclyl-W 4 -, 
25 Ca.io-aryl-W 4 -, or C^io-heteroaryl-W 4 -, optionally substituted with one or more 

substituents R 33 , R 34 , and R 35 , wherein 
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W\ R 33 , R 34 , and R 35 are as defined in claim 1. 



181. A compound according to claim 180, wherein 
W 4 is alkylene. 



5 



182. A compound according to claim 1 81 1 wherein 
W 4 is C 2 -e-alkytene. 



183. A compound according to claim 180, wherein 

W 4 is a direct bond. 

184. A compound according to any one of the claims 1 to 176, wherein 

R 1 is hydrogen, Chalky!, C^e-alkenyl, or C 2 ^-alkynyl, optionally substituted with one 



185. A compound according to any one of the claims 180 to 184, wherein 

R 1 is hydrogen, Chalky!, (Walkenyl, or C 2 ^-alkynyl, optionally substituted with one 
or more substituents R 33 , R 34 , and R 35 , wherein 



186. A compound according to claim 185, wherein 

R 1 is hydrogen or C^-alkyl optionally substituted with one or more substituents R 33 , 
R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined in claim 1 . 

20 187. A compound according to any one of the claims 1 to 1 86, wherein 



10 



or more substituents R 33 , R 34 , and R 35 , wherein 

R 33 , R 34 , and R 35 are as defined in claim 1 . 



15 



R 33 , R 34 , and R 35 are as defined in claim 1. 



R 33 , R 34 , and R 35 independently of each other are selected from -CHF 2 , -CF 3 , -OCF 3 , 
-OCHF 2 , -OCH 2 CF 3 , -OCF 2 CHF 2 , -S(0) 2 CF 3 , -SCF 3 , -OR 52 , -NR^R 53 , -SR 52l 



25 



-NR^SfOfeR 53 , -SfOfeNR^R 53 , -SfOJNR^R 53 , -S(0)R 52 . -S(0) 2 R 52 , -CpjNR^R 53 , 
-OCPJNR^R 53 , -NR 52 C(0)R 53 , -CHzCCOJNR^R 53 , -OCH 2 C(0)NR 52 R 53 , -CH 2 OR 52 , 
-ChfeNR^R 53 , -OC(0)R 52 , -CtOJR^and -C(0)OR 52 , wherein 



R 52 and R 53 are as defined in claim 1. 



188. A compound according to claim 186, wherein 
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R 82 and R 53 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds. 

5 189. A compound according to claim 186, wherein 

R 52 and R 53 independently of each other are hydrogen, d^-alkyl, aryl-C^-alkylene- 
heteroaryl-Ci^-alkylene- heteroaryl, or aryl. 

190. A compound according to claim 189, wherein 

R 52 and R 53 independently of each other are hydrogen, Ci4-alkyl, 
1 0 aryl-C^-alkylene-or aryl. 

191. A compound according to claim 190, wherein 

R 52 and R 53 independently of each other are hydrogen or C^-alkyl. 

192. A compound according to claim 191, wherein 

R 52 is hydrogen. 

15 193. A compound according to claim 191 or claim 192, wherein 
R 53 is hydrogen. 

194. A compound according to claim 186, wherein 

R 1 is hydrogen. 

195. A compound according to any one of the claims 1 to 194, wherein 

20 G 2 is heteroaryl, fused heterocyclylheteroaryl, or fused cycloalkylheteroaryl, 

optionally substituted with one or more substituents R 43 , R 44 , and R 45 , wherein said 
heteroaryl group posesses a nitrogen atom adjacent to the atom joining G 2 with 
-N(R 1 K and wherein 

R 43 , R 44 , and R 45 are as defined in claim 1 . 

25 196. A compound according to claim 195, wherein 
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G 2 is fused cycloalkylheteroaryi optionally substituted with one or more substituents 
R 43 , R 44 , and R 45 , wherein said heteroaryl group posesses a nitrogen atom adjacent 
to the atom joining G 2 with -N(R 1 K and wherein 

R 43 , R 44 , and R 45 are as defined in claim 1. 



197. A compound according to claim 196 wherein 

G 2 is fused cycloalkylthiazolyl optionally substituted with one or more substituents 
R 43 , R 44 , and R 45 , and wherein 

R 43 , R 44 , and R 45 are as defined in claim 1. 



198. A compound according to daim 197, wherein 

G 2 is fused cycloalkylthiazolyl optionally substituted with -COOH 

199. A compound according to claim 195, wherein 

G 2 is heteroaryl optionally substituted with one or more substituents R 43 , R 44 , and 
R 45 , wherein said heteroaryl group posesses a nitrogen atom adjacent to the atom 
joining G 2 with -N(R 1 h and wherein 

R 43 , R 44 , and R 45 are as defined in claim 1. 

200. A compound according to claim 199, wherein 

G 2 is furanyl, thienyl, thiophenyl, pyrrolyl, imidazolyl, pyrazolyl, triazolyl, tetrazolyl, 
thiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, thiadiazolyl, isothiazolyl, pyridinyl, 
pyridazinyl, pyrazinyl, pyrimidinyl, quinolinyl, isoquinolinyl, benzofuranyl, 
benzothiophenyl, indolyl, or indazolyl, optionally substituted with one or more 
substituents R 43 , R 44 , and R 45 , wherein 

R 43 , R 44 , and R 45 are as defined in claim 1. 

201. A compound according to claim 200 wherein G 2 is thiazolyl, optionally substituted with 
one or more substituents R 43 , R 44 , and R 45 , wherein 

R 43 , R 44 , and R 45 are as defined in claim 1. 

202. A compound according to claim 201 wherein G 2 is 



WO 2004/002481 



PCT/DK2003/000449 



577 

R 44 , or 
wherein 

R^and R 44 are as defined in claim 1. 
203. A compound according to claim 202 wherein G 2 is 



wherein 

R^is as defined in claim 1. 
204. A compound according to claim 202 wherein G 2 is 



\ it 



R 44 

10 wherein 

R^and R 44 are as defined in claim 1. 
205. A compound according to claim 200 wherein G 2 is 



S-N 
wherein 

15 R 43 is as defined in claim 1 . 

206. A compound according to claim 202 wherein G 2 is 
/ 

' N 

' : i 

wherein 

R 44 is as defined in claim 1. 
20 207. A compound according to any one of the claims 1 to 206, wherein 
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R 43 , R 44 , and R 45 independently of each other are selected from 
-CN, -N0 2 . -SCF3, -OR 54 , -NR^R 55 . -SR 54 , -SfOfeNR^R 55 , 
-S(0)NR 54 R 55 , -SfOJR 54 . -SfOfeR 54 . -C(0)NR 54 R ss , -OCfOJNR^R 55 , -NR^CPJR 55 , 
halogen, -S-Ci^-alkylene-OR 54 , -SfOJrCi-e-alkylene-OR 54 , -d-e-alkylene-S-R 54 , 
-d-e-alkylene-SfOJR 54 , -C^ralkylene-SfOfcR 54 , -Ce-alkylene-NfR^SCOfeR 55 , 
-NfR^SfOfcR 55 , -C 1 ^alkylene-C(0)NR 54 R 55 , -C^-alkylene-NfR^CfOJR 55 . 
-N(R 54 )C(0)R 55 ,-C 1 ^ralkylene-N(R 54 )C(0)NR 55 R 56 , 
C 1 ^-alkylene-NHC(=NR 54 )NR 55 R 56 ,-C 1< -alkylene-N(R 54 )C(0)OR S5 , 
-N(R S4 )C(0)OR 55 , -d-e-alkytene-CfOJOR 54 , -OCHzCfOJNR^R 55 , -OfCHz^OR 54 , 
-C^alkylene-O-R 54 , -Ci < -alkylene-C(0)R 54 , -Ce-alkylene-NR^R 55 , 
-C 1< -alkylene=N-0-R 54 , -C 1< -alkylene-N(R 54 )S(0) 2 NR 55 R 56 , -N(R 54 )S(0) 2 NR S5 R 56 . 
-NCR^SfOfeNR^R 58 , -OCCOJR 54 , -CPMR^SCO)^ 55 , 
-C 1 ^.alkylene-C(R 54 )=N-OR S5 ,-NHC(=NR 54 )NR 55 R 56 , 
-C,^-alkylene-N=C(N(R 54 R 55 )) 2 , -N=C(N(R 54 R 55 )) 2 , -CfOJR^and -CfOJOR 54 ; or 
Ci^-alkyl or C 2 ^-alkenyl , each of which may optionally be substituted with one or 
more substituents independently selected from halogen, R 54 , -CN, -CF 3l -OCF 3 , - 
OR 54 , -CfOJOR 54 , -NR^R 55 and d^alkyl; or 
C3-io-cycloalkyl, heterocyclyl, d-Krcycloalkyl-d-e-alkylene-, 
d-nrcycloalkyl-d-a-alkoxy-, C3-io-cycloalkyloxy, heterocyclyl-Ci^-alkylene-, of which 
the heterocyclyl moieties optionally may be substituted with one or more 
substituents independently selected from R 70 ; or 
aryl, aryloxy, aryi-d^-alkoxy-, aryl-C^-alkylene-, heteroaryl, 
heteroaryl-Ci-e-alkylene-, of which the aryl and heteroaryl moieties optionally may be 
substituted with one or more substituents selected from halogen, -CCOJOR 54 , -CN, 
-CF 3 , -OCF3, -N0 2 , -OR 54 , -NR^R 55 or C^-alkyl, wherein 
R 54, R 55 and R 56 are as defined in claim 1. 

208. A compound according to claim 207, wherein 

R 43 , R 44 , and R 45 independently of each other are selected from 
-OR 54 . -NR^R 55 , -SR 54 , S(0)R M , -SfOkR 54 , -C(0)NR 54 R 55 , halogen. 
-S-C-e-alkylene-OR 54 , -d-e-alkylene-S-R 54 , -d.e-alkylene-SfOJR 54 , 
-C^-alkylene-StOJzR 54 , -C 1 ^-alkylene-N(R 54 )S(0) 2 R 55 , -C^-alkylene-CtOJNR^R 55 , 
-Ce-alkylene-NfR^CfOJR 55 , -C 1 ^-alkylene-N(R 54 )C(0)NR 55 R 56 , 
C 1 ^-alkylene-NHC(=NR 54 )NR 55 R 56 .-C 1 ^-alkylene-N(R 54 )C(0)OR 55 , 
-C^-alkylene-CCOJOR 54 . -d^alkylene-O-R 54 , -C 1 . 6 -alkylene-C(0)R 54 , 
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-C^-alkylene-NR^R 55 , -C 1 -e-alky!ene=N-0-R 54 , -d^lkylene-N^NfR^R 55 ))* 
-N=C(N(R 54 R 55 )) 2f -CfOJR^and -CfOJOR 54 ; or 

d^alkyl optionally substituted with one or more substituents independently 
selected from halogen, R 54 , -CN, -CF 3 , -OCF 3 , -OR 54 , -CfOJOR 54 , -NR^R 55 and 
Chalky!; or 

Heterocyclyl or heterocydyl-Ci.e-alkylene-, of which the heterocyclyl moieties 
optionally may be substituted with one or more substituents independently selected 
from R 70 ; or 

aryl, aryl-Ci-e-alkylene-, heteroaryl, heteroaryl-d_e-alky!ene-, of which the aryt and 
heteroaryl moieties optionally may be substituted with one or more substituents 
selected from halogen, -CfOJOR 54 , -CN, -CF 3 , -OCF 3 , -NO* -OR 54 , -NR^R 55 or 
Ci^-alkyl, wherein 

R 54, R s5 R » and R 7o are as de f ined jn claim 1. 

209. A compound according to claim 208, wherein 
15 R 43 , R 44 , and R 45 independently of each other are selected from 

-SR 54 , -SfOJR 54 , -SfOkR 54 , halogen, -d-e-alkylene-S-R 54 , -d-e-alkylene-SfOJR 54 , 
-d^alkylene-SfOfcR 54 , -C^alkylene-NtR^JCCOJOR 55 , -d^alkytene-C^pR 54 , 
-C^-alkylene-O-R 54 , -C^-alkylene-NR^R 55 , -d-e-alkylene-CfOJR 54 , -CfOJR^and 
-CfOPR 54 ; or 

20 d^-alkyl optionally substituted with one or more substituents independently 

selected from halogen, R 54 , -CN, -CF 3> -OCF 3 , -OR 54 , -CfOJOR 54 , -NR^R 55 and 
C^-alkyl; or 

Heterocyclyl or heterocyclyl-d^-alkylene-, of which the heterocyclyl moieties 
optionally may be substituted with one or more substituents independently selected 
25 from R 70 ; or 

heteroaryl or heteroaryl-d-6-aIkylene-, of which the aryl and heteroaryl moieties 
optionally may be substituted with one or more substituents selected from halogen, 
•qOJOR 54 , -CN, -CF 3 . -OCF 3 , -N0 2i -OR 54 , -NR^R 55 or d^-alkyl, wherein 

R 54. R 55 R 56 an(J R 70 are as <j e fj ned j n -| 



5 



10 



30 21 0. A compound according to claim 209, wherein 

R 43 , R 44 , and R 45 independently of each other are selected from 
-SR 54 , -SfO^R 54 , halogen.-C^-alkylene-C^JOR 54 , and -C^OR 54 ; or 
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Heterocyclyl or heterocyctyl-Ci-e-alkylene-, of which the heterocyclyl moieties 
optionally may be substituted with one or more substituents independently selected 
from R 70 ; or 

heteroaryl or heteroaryl-C^-alkylene-, of which the heteroaryl moieties optionally 
5 may be substituted with one or more substituents selected from halogen, 

-CfOJOR 54 , -CN, -CF 3 , -OCF 3 , -N0 2 . -OR 54 , -NR^R 55 or C^alkyl, wherein 
R 54 , R 55 , R 56 , and R 70 are as defined in claim 1. 



21 1 . A compound according to claim 210, wherein 

R 43 , R 44 , and R 45 independently of each other are selected from 
1 0 -SR 54 , -SfOfcR 54 , halogen^C^alkylene-C^OR 54 , and -CfOJOR 54 ; or 

heterocyclyl-C^-alkylene-, wherein 

heterocyclyl is selected from imidazolyl, piperidyl, piperazinyl, and morpholinyl, and 
of which the heterocyclyl moieties optionally may be substituted with one or more 
substituents independently selected from R 70 ; or 
15 heteroaryl or heteroaryt-C lJ6 -alkylene-, wherein heteroaryl is selected from thiazolyl, 

triazolyl, or tetrazolyl, and of which the heteroaryl moieties optionally may be 
substituted with one or more substituents selected from halogen, -C^OJOR 54 , -CN, 
-CF 3f -OCF3. -N0 2 , -OR 54 , -NR^R 55 or C^-alkyt, wherein 
R 54 , R 55 , R 56 , and R 70 are as defined in claim 1. 
20 212. A compound according to claim 209, wherein 

R 43 , R 44 , and R 45 independently of each other are selected from 
-C^alkylene-S-R^.-C^-alkylene-O-R 54 , -d^alkylene-StOfeR 54 or 
-C^-alkylene-NR^R 55 , wherein 
R 54 and R 55 are as defined in claim 1. 
25 21 3. A compound according to claim 209, wherein 
R 43 is -C^-alkylene-S-R 54 , wherein 
R 54 is as defined in claim 1. 
214. R 43 is -Ci.e-alkylene-0-R 54 , wherein 

R 54 is as defined in claim 1 . 
30 21 5. R 43 is -C^-alkylene-NR^R 55 , wherein 

R 54 and R 55 are as defined in claim 1. 
216. R 43 is -Ci-e-aikylene-S^feR 54 , wherein 
R 54 is as defined in claim 1. 
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217. A compound according to any one of the claims 207 to 210 wherein R 43 is heteroaryl or 
heteroaryl-Ci-e-alkylene- optionally substituted with one or more substituents selected from 
halogen, -CfOPR 54 , -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 54 , -NR^R 55 or C^-alkyl t wherein R 54 and 
R 55 are as defined in claim 1 . 
5 21 8. A compound according to claim 217 wherein R 43 is heteroaryl optionally substituted with 
one or more substituents selected from halogen, -CfOJOR 54 , -CN, -CF 3 , -OCF 3 , -N0 2l -OR 54 , 
-NR^R 55 or d-e-alkyl, wherein R 54 and R 55 are as defined in claim 1. 

219. A compound according to claim 217 wherein R 43 is heteroaryl-C^alkylene- optionally 
substituted with one or more substituents selected from halogen, -CfOJOR 54 , -CN, -CF 3 , 

10 -OCF 3 , -N0 2 , -OR 54 , -NR^R 55 or C^-alkyl, wherein R 54 and R 55 are as defined in claim 1 . 

220. A compound according to any one of the claims 207 to 21 1 wherein R 70 is =0, methyl or 
C(0)OR 75 . 

221. A compound according to any one of the claims 207 to 21 1 wherein R 70 is -C(0)OH 

222. A compound according to any one of the claims 207 to 21 1 wherein R 70 is 
15 -(CH 2 )^C(0)OH. 

223. A compound according to any one of the claims 207 to 21 1 wherein R 70 is -S(0) 2 CH 3 . 

224. A compound according to claim 21 1 wherein R 43 is -C^-alkylene-CtOJOR 54 . 

225. A compound according to claim 224 wherein R 43 is -CHrCfOJOR 54 . 

226. A compound according to claim 21 1 wherein R 44 is -SR 54 . 

20 227. A compound according to claim 21 1 wherein R 44 is -SfOfeR 54 . 

228. A compound according to claim 21 1 wherein R 44 is halogen. 

229. A compound according to any one of the claims 1 to 228 wherein 

R 54 , R 55 and R 56 independently of each other are hydrogen, C^-alkyl, 
aryl-C^-alkylene-, heteroaryl-C^-alkylene-, heterocydyl, 
25 heterocyclyl-C^-alkylene-, heteroaryl, or aryl, each of which is optionally substituted 

with one or more substituents independently selected from R 71 ; 
or 

R 54 and R 55 independently of each other are hydrogen or 
-(CHR^CHR^W 6 , 

30 or 

R 54 and R 55 , when attached to the same nitrogen atom, together with the said 
nitrogen atom may form a 3 to 8 membered heterocyclic ring optionally containing 
one or two further heteroatoms selected from nitrogen, oxygen and sulfur, and 
optionally containing one or two double bonds, and optionally substituted with one or 
35 more C^-alkyl groups, 
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wherein R 7 \ R 72 , R 73 , u, v, and W 6 are as defined in claim 1 . 
230. A compound according to claim 229 wherein 

R 54 , R 55 and R 56 independently of each other are hydrogen, C^-alkyl, heterocyclyl, 
heterocyclyl-Ci-e-alkylene-, heteroaryl, or aryl, each of which is optionally substituted 
5 with one or more substituents independently selected from R 71 ; 

or 

R 54 and R 55 independently of each other are hydrogen or 

-(CHR 72 ) u -(CHR 7 VW a . 
wherein R 7 \ R 72 , R 73 , u, v, and W 6 are as defined in claim 1. 
10 231 . A compound according to any one of the claims 1 to 230 wherein 

R 54 , R 55 and R 56 independently of each other are hydrogen, methyl, ethyl, propyl, 
butyl, isopropyl, isobutyl, sec-butyl, terf-butyt, 3-pentyl, 2-pentyl, or 3-methyl-butyl. 

232. A compound according to claim 231 wherein 

R 54 , R 55 and R 56 independently of each other are hydrogen, methyl, ethyl, propyl, 
15 butyl, isopropyl, isobutyl, sec-butyl, or ferf-butyl. 

233. A compound according to claim 232 wherein 

R 54 , R 55 and R 56 independently of each other are hydrogen, methyl, ethyl, propyl, 
butyl, isopropyl, isobutyl, sec-butyl, or terf-butyl. 

234. A compound according to claim 233 wherein 

20 R 54 , R 55 and R 56 independently of each other are hydrogen, methyl or ethyl. 

235. A compound according to claim 234 wherein 

R 54 is hydrogen. 

236. A compound according to any one of the claims 1 to 230 wherein 

R 54 , R 55 and R 56 independently of each other are oxetanyl, tetrahydrofuranyl, 
25 tetrahydropyranyl, oxepanyt, azetidyl, pyrrolidyl, piperidyl, hexahydroazepinyl, 

thietanyl, thiolanyl, tetrahydrothiopyranyl, thiepanyl, 1 ,4-oxathianyl, 1,3-dioxolanyl, 
1 ,2-dithiolanyl, 1,3-dithiolanyl, hexahydro-pyridazinyl, imidazolidyl, 1,3-dioxanyl, 
morpholinyl, 1,3-dithianyl, 1,4-dioxanyl, 1,4-dithianyl, or thiomorpholinyl, each of 
which is optionally substituted with one or more substituents independently selected 
30 from R 7 \ wherein R 71 is as defined in claim 1. 

237. A compound according to claim 236 wherein 

R 54 , R 55 and R 56 independently of each other are tetrahydropyranyl, oxepanyl, 
piperidyl, hexahydroazepinyl, tetrahydrothiopyranyl, thiepanyl, 1 ,4-oxathianyl, 1,3- 
dithiolanyl, hexahydro-pyridazinyl,1,3-dioxanyl, morpholinyl, 1,3-dithianyl, 1,4- 
35 dioxanyl, 1 ,4-dithianyl, or thiomorpholinyl, each of which is optionally substituted 
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with one or more substituents independently selected from R 7 \ wherein R 71 is as 
defined in claim 1. 

238. A compound according to claim 237 wherein 

R 54 , R 55 and R 56 independently of each other are tetrahydropyranyl, piperidyl, 
tetrahydrothiopyranyl, 1 ,4-oxathianyl, hexahydro-pyridazinyl, morpholinyl, 1,4-dioxanyl, 1,4- 
dithianyl, or thiomorpholinyl, each of which is optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in claim 1 . 

239. A compound according to claim 238 wherein 

R 54 , R 55 and R 56 independently of each other are tetrahydropyranyl, piperidyl, 
tetrahydrothiopyranyl, or morpholinyl, each of which is optionally substituted with 
one or more substituents independently selected from R 71 , wherein R 71 is as defined 
in claim 1. 

240. A compound according to claim 239 wherein 

R 54 , R 55 and R 56 independently of each other are piperidyl or morpholinyl, each of 
which is optionally substituted with one or more substituents independently selected 
from R 71 , wherein R 71 is as defined in claim 1. 

241. A compound according to claim 240 wherein 

R 54 , R 55 and R 56 independently of each other are piperidyl or morpholinyl 
242. 

243. A compound according to any one of the claims 1 to 230 wherein 

R 54 , R 55 and R 56 independently of each other are furanyl, thienyl, thiophenyl, pyrrolyl, 
imidazolyl, pyrazolyl, triazoiyl, tetrazolyl, thiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, 
thiadiazolyl, isothiazolyl, pyridinyl, pyridazinyl, pyrazinyl, pyrimidinyl, quinolinyl, 
isoquinolinyl, benzofuranyl, benzothiophenyl, indolyl, purinyl, or indazolyl, each of 
which is optionally substituted with one or more substituents independently selected 
from R 71 , wherein R 71 is as defined in claim 1. 

244. A compound according to claim 243 wherein 

R 54 , R 55 and R 56 independently of each other are furanyl, thienyl, thiophenyl, pyrrolyl, 
imidazolyl, pyrazolyl, triazoiyl, tetrazolyl, thiazolyl, oxazolyl, isoxazolyl, oxadiazolyl, 
thiadiazolyl, isothiazolyl, pyridinyl, pyridazinyl, pyrazinyl, pyrimidinyl, benzofuranyl, 
indolyl, or purinyl, each of which is optionally substituted with one or more 
substituents independently selected from R 71 , wherein R 71 is as defined in claim 1. 

245. A compound according to claim 244 wherein 

R 54 , R 55 and R 56 independently of each other are imidazolyl, triazoiyl, tetrazolyl, 
thiazolyl, pyridinyl, pyrimidinyl, benzofuranyl, indolyl, or purinyl, each of which is 
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optionally substituted with one or more substituents independently selected from 
R 7 \ wherein R 71 is as defined in claim 1. 

246. A compound according to claim 245 wherein 

R 54 , R 55 and R 56 independently of each other are imidazolyl, triazolyl, tetrazolyl, 
5 thiazolyl, pyridinyi, pyrimidinyl, or purinyi, each of which is optionally substituted with 

one or more substituents independently selected from R 71 , wherein R 71 is as defined 
in claim 1. 

247. A compound according to claim 246 wherein 

R 54 , R 55 and R 56 independently of each other are imidazolyl, triazolyl, tetrazolyl, 
10 thiazolyl, pyridinyi, pyrimidinyl, each of which is optionally substituted with one or 

more substituents independently selected from R 71 , wherein R 71 is as defined in 
claim 1. 

248. A compound according to claim 247 wherein R 54 is imidazolyl optionally substituted with 
one or more substituents independently selected from R 71 , wherein R 71 is as defined in claim 

15 1. 

249. A compound according to claim 247 wherein R 54 is triazolyl optionally substituted with 
one or more substituents independently selected from R 71 , wherein R 71 is as defined in claim 
1. 

250. A compound according to claim 247 wherein R 54 is tetrazolyl optionally substituted with 
20 one or more substituents independently selected from R 71 , wherein R 71 is as defined in claim 

1. 

251. A compound according to claim 247 wherein R 54 is thiazolyl optionally substituted with 
one or more substituents independently selected from R 71 , wherein R 71 is as defined in claim 
1. 

25 252. A compound according to claim 247 wherein R 54 is pyridinyi optionally substituted with 
one or more substituents independently selected from R 7 \ wherein R 71 is as defined in claim 
1. 

253. A compound according to claim 247 wherein R 54 is pyrimidinyl optionally substituted 
with one or more substituents independently selected from R 7 \ wherein R 71 is as defined in 

30 claim 1. 

254. A compound according to claim 246 wherein R 54 is purinyi optionally substituted with 
one or more substituents independently selected from R 7 \ wherein R 71 is as defined in claim 
1. 

255. A compound according to any one of the claims 1 to 254 wherein R 71 is methyl or =0. 
35 256. A compound according to any one of the claims 1 to 254 wherein R 71 is -C(0)OH 
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257. A compound according to any one of the claims 1 to 254 wherein R 71 is 
-(CH 2 )^C(0)OH. 

258. A compound according to any one of the claims 1 to 254 wherein R 70 is 
-(CH2)i^NR 75 R 76 . 

5 259. A compound according to any one of the claims 1 to 230 wherein u is 0 or 1 . 

260. A compound according to claim 259 wherein u is 0. 

261 . A compound according to claim 259 wherein u is 1 . 

262. A compound according to any one of the claims 1 to 230 wherein v is 0 or 1 . 

263. A compound according to claim 262 wherein v is 0. 
10 264. A compound according to claim 262 wherein v is 1 . 

265. A compound according to any one of the claims 1 to 230 wherein u is 0 and v is 1 . 

266. A compound according to any one of the claims 1 to 230 wherein u and v are both 0. 

267. A compound according to any one of the claims 1 to 230 or 259 to 266 wherein R 72 and 
R 73 are independently selected from hydrogen, hydroxy or -C(0)OR 75 . 

15 268. A compound according to claim 267 wherein R 72 and R 73 are independently selected 
from hydrogen or -C(0)OR 75 , wherein R 75 is as defined in claim 1. 

269. A compound according to claim 267 wherein R 72 and R 73 are hydrogen. 

270. A compound according to any one of the claims 1 to 230 or 259 to 269 wherein 



20 



W 6 is -O-R 75 , -C(0)0-R 75 , -C(0)-R 75 , -NR 75 R 76 , -NHCH 2 C(0)R 75 , 

-NHC(0)R 75 , -S(0) 2 R 75 f -NHS(0) 2 R 75 , or 

W 6 is heterocyclyl, wherein R 75 and R 76 are as defined in claim 1 . 



271. A compound according to claim 270 wherein 
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W 6 is -O-R 75 , -C(0)0-R 75 , -C(0)-R 75 , -NR 75 R 76 , -NHCH 2 C(0)R 75 , 
-NHC(0)R 75 t -S(0) 2 R 75 , -NHS(0) 2 R 75 , or 

W 6 is oxetanyl, tetrahydrofuranyl, tetrahydropyranyl, oxepanyl, azetidyl, 
pyrrolidyl, piperidyl, hexahydroazepinyl, thietanyl, thiolanyl, 
tetrahydrothiopyranyl, thiepanyl, 1 ,4-oxathianyl, 1 ,3-dioxolanyl, 1 ,2- 
dithiolanyl, 1,3-dithiolanyl, hexahydro-pyridazinyl, imidazolidyl, 1,3-dioxanyl, 
morpholinyl, 1 ,3-dithianyl, 1,4-dioxanyl, 1 ,4-dithianyl, or thiomorpholinyl, 
wherein R 75 and R 76 are as defined in claim 1. 



272. A compound according to claim 270 wherein 

W 6 is -O-R 75 , -C(0)0-R 75 , -C(0)-R 75 , -NR 75 R 76 , -NHCH 2 C(0)R 75 , 



35 



-NHC(0)R 75 , -SfOkR 75 , -NHS(0) 2 R 75 , or 

W 6 is tetrahydropyranyl, oxepanyl, piperidyl, hexahydroazepinyl, 

tetrahydrothiopyranyl, thiepanyl, 1 ,4-oxathianyl, morpholinyl, 1,4-dioxanyl, 
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1 ,4-dithianyl, or thiomorpholinyl, wherein R 75 and R 78 are as defined in 
claim 1. 

273. A compound according to claim 272 wherein 

W 6 is -O-R 75 , -C(0)0-R 75 , -C(0)-R 75 , -NR 75 R 78 , -NHCH 2 C(0)R 75 . 
5 -NHC(0)R 75 , -S(0)2R 75 . -NHS(0) 2 R 75 , or 

W 6 is tetrahydropyranyl, piperidyl, tetrahydrothiopyranyl, or morpholinyl, 
wherein R 75 and R 76 are as defined in claim 1. 

274. A compound according to claim 273 wherein 

W^s-O-RVCfOP-R 75 , -NR 75 R 78 , -NHC(0)R 75 , -SP^R 75 , or 
10 W 8 is tetrahydropyranyl, piperidyl, tetrahydrothiopyranyl, or morpholinyl, 

wherein R 75 and R 78 are as defined in claim 1 . 

275. A compound according to claim 274 wherein 

W 6 is -O-R 75 , or -C(O)0-R 75 , wherein R 75 is as defined in claim 1. 

276. A compound according to claim 275 wherein W 6 is -C(0)0-R 75 , wherein R 75 is as 
15 defined in claim 1.. 

277. A compound according to any one of the claims 1 to 230 or 259 to 276 wherein R 75 and 
R 76 are independently selected from hydrogen, -OH, or C^-alkyl optionally substituted with 
-NH 2 . 

278. A compound according to claim 277 wherein R 75 and R 78 are independently selected 
20 from hydrogen, -OH, or methyl. 

279. A compound according to claim 278 wherein R 75 and R 76 are independently selected 
from hydrogen or -OH. 

280. A compound according to claim 279 wherein R 75 is hydrogen. 

281 . A compound according to any one of the claims 1 to 280, which compound is an 
25 activator of glucokinase, when tested in the Glucokinase Activation Assay (I) disclosed 

herein at a glucose concentration of 2 mM. 

282. A compound according to any one of the claims 1 to 281, which compound is an 
activator of glucokinase, when tested in the Glucokinase Activation Assay (I) disclosed 
herein at a glucose concentration of from 10 to 15 mM. 



30 



283. A compound according to any one of the claims 1 to 282, which compound, at a 
concentration of 30 pM, is capable of providing an at least 1 .5, such as at least 1 .7, for 
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instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay (I) 
disclosed herein at a glucose concentration of 2 mM. 

284. A compound according to any one of the claims 1 to 283, which compound, at a 
concentration of 30 pM, is capable of providing an at least 1 .5, such as at least 1.7, for 

5 instance at least 2.0 fold activation of glucokinase in the Glucokinase Activation Assay (I) 
disclosed herein at a glucose concentration of from 10 to 15 mM. 

285. A compound according to any one of the claims 1 to 284, which at a concentration of 5 
pM is capable of providing an at least 1.5, such as at least 1 .7, for instance at least 2.0 fold 
activation of glucokinase in the Glucokinase Activation Assay (I) disclosed herein at a 

1 0 glucose concentration of 2 mM. 

286. A compound according to any one of the claims 1 to 285, which at a concentration of 5 
pM is capable of providing an at least 1.5, such as at least 1.7, for instance at least 2.0 fold 
activation of glucokinase in the Glucokinase Activation Assay (I) disclosed herein at a 
glucose concentration of from 10 to 15 mM. 

287. A glucose kinase activator compound defined as a compound which at a compound 
concentration of at or below 30 pM at a glucose concentration of 2 mM in the Glucokinase 
Activation Assay (I) disclosed herein gives 1.5 - fold higher glucokinase activity than 
measured at a glucose concentration of 2 mM in the Glucokinase Activation Assay (I) without 
compound, where the increase in glucokinase activity provided by the compound increases 
with increasing concentrations of glucose. 

288. A compound according to any one of the claims 1 to 286, which compound provides an 
increase in glucokinase activity, where the increase in glucokinase activity provided by the 
compound increases with increasing concentrations of glucose. 

289. A compound according to claim 287 or claim 288, which provides an increase in 
25 glucokinase activity in Glucokinase Activation Assay (I) disclosed herein at a glucose 

concentration of 15 mM, which increase is significantly higher than the increase in 
glucokinase activity provided by the compound in Glucokinase Activation Assay (I) disclosed 
herein at a glucose concentration of 5 mM. 



15 
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290. A compound according to any one of the claims 287 to 289, which at a compound 
concentration of 10 pM provides an increase in glucokinase activity in Glucokinase Activation 
Assay (I) disclosed herein at a glucose concentration of 15 mM, which increase is 
significantly higher than the increase in glucokinase activity provided by the compound at a 

5 compound concentration of 10 pM in Glucokinase Activation Assay (I) disclosed herein at a 
glucose concentration of 5 mM. 

291 . A compound according to any one of the claims 287 to 290, which at a compound 
concentration of 10 pM provides an increase in glucokinase activity in Glucokinase Activation 
Assay (I) disclosed herein at a glucose concentration of 15 mM, which increase is at least 1.1 

10 fold higher, such as at least 1.2 fold higher, for instance at least 1 .3 fold higher, such as at 
least 1.4 fold higher, for instance 1.5 fold higher, such as at least 1.6 fold higher, for instance 
at least 1.7 fold higher, such as at least 1.8 fold higher, for instance at least 1.9 fold higher, 
such as at least 2.0 fold higher than the increase in glucokinase activity provided by the 
compound at a compound concentration of 10 pM in Glucokinase Activation Assay (I) 

15 disclosed herein at a glucose concentration of 5 mM. 

292. A glucose kinase activator compound defined as a compound which at a compound 
concentration of at or below 30 pM at a glucose concentration of 2 mM in the Glucokinase 
Activation Assay (I) disclosed herein gives 1.5 - fold higher glucokinase activity than 
measured at a glucose concentration of 2 mM in the Glucokinase Activation Assay (I) without 

20 compound, which glucose kinase activator compound increases glucose utilization in the 
liver without inducing any increase in insulin secretion in response to glucose. 

293. A glucose kinase activator compound defined as a compound which at a compound 
concentration of at or below 30 pM at a glucose concentration of 2 mM in the Glucokinase 
Activation Assay (I) disclosed herein gives 1.5 - fold higher glucokinase activity than 

25 measured at a glucose concentration of 2 mM in the Glucokinase Activation Assay (I) without 
compound, which glucokinase activator compound shows a significantly higher activity in 
isolated hepatocytes compared to the activity of the glucokinase compound in lns-1 cells. 

294. A compound according to any one of the claims 1 to 291 , which compound increases 
glucose utilization in the liver without inducing any increase in insulin secretion in response to 

30 glucose. 
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295. A compound according to any one of the claims 1 to 291 , which compound shows a 
significantly higher activity in isolated hepatocytes compared to the activity of the compound 
in lns-1 cells. 

296. A compound according to any one of the claims 292 to 295, which compound shews a 

5 significantly higher activity in isolated hepatocytes measured as described in the Glucokinase • 
Activity Assay (II) compared to the activity of the compound in lns-1 cells measured as 
described in the Glucokinase Activity Assay (III). 

297. A compound according to claim 296, which compound shows an activity in isolated 
hepatocytes measured as described in the Glucokinase Activity Assay (II) which activity is at 

10 least 1.1 fold higher, such as at least 1 .2 fold higher, for instance at least 1 .3 fold higher, 
such as at least 1 .4 fold higher, for instance 1 .5 fold higher, such as at least 1 .6 fold higher, 
for instance at least 1.7 fold higher, such as at least 1.8 fold higher, for instance at least 1.9 
fold higher, such as at least 2.0 fold higher, for instance at least a 3.0 fold higher, such as at 
least a 4.0 fold higher, for instance at least 5.0 fold higher, such as at least 10 fold higher 

15 than the activity of the compound in lns-1 cells measured as described in the Glucokinase 
Activity Assay (III). 

298. A compound according to claim 296, which compound shows no activity in the lns-1 
cells measured as described in the Glucokinase Activity Assay (III). 

299. A method of preventing hypoglycaemia comprising administration of a compound 
20 according to any one of the claims 292 to 298. 

300. The use of a compound according to any one of the claims 292 to 298 for the 
preparation of a medicament for the prevention of hypoglycaemia. 

301. A compound according to any one of claims 1 to 298, which is an agent useful for the 
treatment of an indication selected from the group consisting of hyperglycemia, IGT, insulin 

25 resistance syndrome, syndrome X, type 2 diabetes, type 1 diabetes, dyslipidemia, 
hypertension, and obesity. 

302. A compound according to any one of claims 1 to 301 for use as a medicament. 

303. A compound according to any one of claims 1 to 301 for treatment of hyperglycemia, for 
treatment of IGT, for treatment of Syndrome X, for treatment of type 2 diabetes, for treatment 
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of type 1 diabetes, for treatment of dyslipidemia, for treatment of hyperlipidemia, for 
treatment of hypertension, for treatment of obesity, for lowering of food intake, for appetite 
regulation, for regulating feeding behaviour, or for enhancing the secretion of enteroincretins, 
such as GLP-1. 

5 304. A pharmaceutical composition comprising, as an active ingredient, at least one 
compound according to any one of claims 1 to 303 together with one or more 
pharmaceutically acceptable carriers or excipients. 

305. A pharmaceutical composition according to claim 304 in unit dosage form, comprising 
from about 0.05 mg to about 1000 mg, preferably from about 0.1 mg to about 500 mg and 

10 especially preferred from about 0.5 mg to about 200 mg of the compound according to any 
one of claims 1 to 303. 

306. Use of a compound according to any one of the claims 1 to 303 for increasing the 
activity of glucokinase. 

307. Use of a compound according to any one of claims 1 to 303 for the preparation of a 
1 5 medicament for the treatment of metabolic disorders, for blood glucose lowering, for the 

treatment of hyperglycemia, for the treatment of IGT, for the treatment of Syndrome X, for the 
treatment of impaired fasting glucose (IFG), for the treatment of type 2 diabetes, for the 
treatment of type 1 diabetes, for delaying the progression of impaired glucose tolerance 
(IGT) to type 2 diabetes, for delaying the progression of non-insulin requiring type 2 diabetes 
20 to insulin requiring type 2 diabetes, for the treatment of dyslipidemia, for the treatment of 
hyperlipidemia, for the treatment of hypertension, for lowering of food intake, for appetite 
regulation, for the treatment of obesity, for regulating feeding behaviour, or for enhancing the 
secretion of enteroincretins. 

308. Use of a compound according to any one of claims 1 to 303 for the preparation of a 

25 medicament for the adjuvant treatment of type 1 diabetes for preventing the onset of diabetic 
complications. 



309. Use of a compound according to any one of claims 1 to 303 for the preparation of a 
medicament for increasing the number and/or the size of beta cells in a mammalian subject, 
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for treatment of beta cell degeneration, in particular apoptosis of beta cells, or for treatment 
of functional dyspepsia, in particular irritable bowel syndrome. 

310. Use according to any one of the claims 307 to 309 in a regimen which comprises 
treatment with a further antidiabetic agent 

5 311. Use according to any one of the claims 307 to 310 in a regimen which comprises 
treatment with a further antihyperlipidemic agent 

312. Use according to any one of claims 307 to 31 1 in a regimen which comprises treatment 
with a further antiobesity agent. 

313. Use according to any one of claims 307 to 312 in a regimen which comprises treatment 
1 0 with a further antihypertensive agent 

314. Use of a compound according to any one of the claims 1 to 303 or a pharmaceutical 
composition according to claim 304 or claim 305 for the treatment of metabolic disorders, for 
blood glucose lowering, for the treatment of hyperglycemia, for treatment of IGT, for 
treatment of Syndrome X, for the treatment of impaired fasting glucose (IFG), for treatment of 

15 type 2 diabetes.for treatment of type 1 diabetes, for delaying the progression of impaired 
glucose tolerance (IGT) to type 2 diabetes, for delaying the progression of non-insulin 
requiring type 2 diabetes to insulin requiring type 2 diabetes, for treatment of dyslipidemia, 
for treatment of hyperlipemia, for treatment of hypertension, for the treatment or 
prophylaxis of obesity, for lowering of food intake, for appetite regulation, for regulating 

20 feeding behaviour, or for enhancing the secretion of enteroincretins. 

315. Use of a compound according to any one of the claims 1 to 303 or a pharmaceutical 
composition according to claim 304 or ciaim 305 for the adjuvant treatment of type 1 diabetes 
for preventing the onset of diabetic complications. 

316. Use of a compound according to any one of the claims 1 to 303 or a pharmaceutical 

25 composition according to claim 304 or claim 305 for increasing the number and/or the size of 
beta cells in a mammalian subject, for treatment of beta cell degeneration, in particular 
apoptosis of beta cells, or for treatment of functional dyspepsia, in particular irritable bowel 
syndrome. 
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